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Quality Review Data Sheet

1. RELATED/SUPPORTING DOCUMENTS:

A. DMFs:
ITEM DATE
DMF # TYPE HOLDER REFERENCED STATUS REVIEW COMMENTS
- COMPLETED
@ | Typell | ®)@ [ Adequate | 9/28/2018 LoA:
4/11/2012.
Reviewed by
Rohit Tiwari.
B. Other Documents: IND, RLD, or sister applications
DOCUMENT APPLICATIONNUMBER DESCRIPTION
114720 This product during IND

IND

development

2. CONSULTS: NA
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Executive Summary
Recommendations

Satisfactory information and responses have been submitted to support the quality of
Biopharmaceutics, drug substance, drug product and quality micro aspects; refer to [QA#1 dated
6/17/2017 and IQA# 2 dated 7/5/2017. Drug product and quality micro upholds the approval
recommendations after evaluating this resubmission. All the deficiencies are found acceptable from
manufacturing process perspective.

The outcome of the most recent inspection of drug product manufacturing facility (Ocular
Therapeutix Inc) for this resubmission has resulted in Office of Process and Facilities
recommending Approval. An overall acceptable recommendation for all the facilities was issued on
11/28/2018. Therefore, NDA 208742 is recommended Approval from Product Quality perspective.

Labeling recommendations from the Product Quality perspective will be provided to the OND PM
for consideration during final labeling.

I. Summary of Quality Assessments

. Drug Substance [Dexamethasone] Quality Summary

The applicant cross-referenced the CMC information for the drug substance to
DMF ) ) DMF o8 was found adequate by Rohit Tiwari on 9/28/2018.

. Drug Product [Dexamethasone Insert] Quality Summary

Dexamethasone intracanalicular insert drug product is | Jyellow
visible foreign partlculate matter 3mm cylindrical shaped insert in a foam insert [J® within a
®® foil pouch.

All excipients used in the formulation are adequately qualified. No novel excipients are used
in the formulation. The drug product specification includes tests for appearance, identification,
assay, impurity, dry dimension, content uniformity, expansion, equilibrium diameter, in vitro
release, water content, visibility, endotoxin and sterility. The drug product release
specification has included three additional testing including visible particulate, subvisible
particulate matter, and NHS limit in this resubmission. The specification is acceptable. All
analytical methods are described in reasonable detail and have been adequately validated.

Based on the review of the current process parameters, controls and development results
to date, there are no outstanding concerns from manufacturing process perspective. Quality
micro has found the sterility assurance acceptable.

A preapproval inspection for Ocular Therapeutix, Inc., FEI#3008477155, the drug product
manufacturing site, was made during this review cycle to support the application. Based on
the inspection, and review of the firm’s responses to the inspectional observations, the firm
appears to have in place adequate quality oversight; manufacturing and process controls to
support this submission. OPF issued an overall acceptable recommendation for all the
facilities in Panorama on 11/28/2018.



QUALITY ASSESSMENT

The applicant has updated the stability with 36 months at 5°C for three primary registration
batches (10141303, 07031401 and 07171404). Additionally, 12 months stability data at 5°C
and 3 months at 25°C/60%RH for another three registration batches (11071603, 11171601 and

11301601) at commercial scale are provided in this resubmission. There is

no trend observed

on all the test parameters when the drug products were stored at long term storage condition

(5°C) ©@
A shelf-life of 36 months when stored under refrigerated conditions (5°C) ®)y)
is granted for the drug product.
C. Summary of Drug Product Intended Use
Proprietary Name of the Drug Product DEXTENZA
Non Proprietary Name of the Drug Product Dexamethasone ophthalmic insert
Non Proprietary Name of the Drug Substance Dexamethasone
Proposed Indication(s) including Intended Treatment of ocular pain associated with
Patient Population ophthalmic surgery
Duration of Treatment NA
Maximum Daily Dose 0.4 mg
Alternative Methods of Administration NA
D. Any Special Product Quality Labeling Recommendations: None
E. Life Cycle Knowledge Information
From Initial Risk Identification Review Assessment
Atribute/ Facvois t}tlattkm Initial Rislk Mitigation Final | Lifcycle
CQA SRR Risk Approach Risk Considerations
CQA Ranking Eval. Comments
Sterility * Formulation No preservative ®)¢4) Post-approval

; 1 s
» Container closure sterilization

* Process has been validated. Sterility
|parameters ssurance 1s included in the
* Scale/equipment elease drug product

k Site ion.

stability protocol”
will test sterility.
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» Formulation

Endotoxin testing will be ndotoxin testing will be

* Process parameters
* Scale/equipment

Endotoxin » Container closure' performed at release. rformed at release on
Pyrogen * Process tability.
parameters
- - Rol.Just analytical method
Assay i C(;;ltr;lﬁnae ;0111 sure! validated for assay; no trend
(AP!)_, ‘R ; ¢ (; ¢ on stability; levels remain
stability D EReA within the proposed
specification. Label claim
will be delivered.
Assay * Formulation o preservative. Single use.
(pregervati\re) [ Comaimclﬁswel

Uniformity of
Dose

» Formulation

 Containerclosure’
* Process parameters
* Scale/equipment

Content uniformity is
included in the drug product
release specification.

Osmolality

» Formulation

+ Containerclosure’'
* Process parameters
 Scale/equipment

The drug product is an
insert. Not relevant.

pH

» Formulation

 Container closure’
* Process parameters
* Scale/equipment

The drug product is an insert.
Not relevant.

Particulate
matter

» Formulation

 Container closure’
* Process parameters
+ Scale/equipment

Per ophthalmic product
requirements, particulate
matter is controlled in the
drug specification with no
for foreign particulate
matter.

|in vitro drug
release

» Formulation

Anin vitro release test is
included in the drug product
specifications. The
acceptance criteria were
modified to better capture
the release profile. The in
vitro release method can
detect changes in the drug
product that occur upon
storage at a higher
temperature. In addition, the
in vitro release method is
discriminating with regard
to the drug loading in the
gel.

1 Stability studies demonstrate container closure compatibility with the drug product for all
quality attributes.
2 Post-approval stability protocol provides for testing of all quality attributes.



(@EERTT QUALITY ASSESSMENT

Primary Quality Review

ASSESSMENT OF Drug Substance
Adequate. Refer to Review #1 dated on 6/17/2016 and 7/5/2017.

ASSESSMENT OF THE BIOPHARMACEUTICS INFORMATION
Adequate. Refer to Review #1 dated on 6/17/2016.

ASSESSMENT OF ENVIRONMENTAL ANALYSIS
Adequate. Refer to Review #1 dated on 6/17/2016.




QUALITY ASSESSMENT

MICROBIOLOGY
Product Background:
NDA: 208742
Drug Product Name / Strength: Dextenza™ ®® Dexamethasone

Intracanalicular | ®®); 0.4 mg/implant; single-use
Route of Administration: Intracanalicula LIS
Applicant Name: Ocular Therapeutix, Inc.

Manufacturing Site: Ocular Therapeutix
36 Crosby Drive, Suite 101
Bedford, MA 01730

Method of Sterilization: ®®@ sterilization

Review Recommendation: Adequate

Theme (ANDA only): N/A

Justification (ANDA only): N/A

Review Summary: See remarks.

List Submissions Being Reviewed: Seq 0041 (06/28/2018); Seq 0045 (09/20/2018)
Highlight Key Outstanding Issues from Last Cycle: N/A.

Remarks: The submission is in response to the Agency’s 10 July Complete Response
Letter. Sterility assurance mformation was previously found adequate from a Product
Quality Microbiology perspective (See Microbiology Review of NDA 208742
(208742.doc), dated 20 May 2016); however, updated information has been provided
in this submission (i ®)(4)
sterilization process and updated stability protocol/data)
which is reviewed here. The drug product is a dried hydrogel that is loaded n a foam
isert, which i =~ ®“within a foil pouch ® (&)
deficiency was

conveyed to the applicant n an Information Request, dated 13 September 2018. The
applicant’s response to the Information Request was received on 20 September 2018.

OPQ-XOPQ-TEM-0001v05 Page 1 of 6 Effective Date: October 15, 2017



QUALITY ASSESSMENT

The submission is recommended for approval from the standpoint of product quality
microbiology.

Concise Description Outstanding Issues Remaining: N/A.
Supporting Documents:
e Microbiology Review of NDA 208742 (208742.doc), dated 20 May 2016, for

sterllity assurance mformation reviewed in the 1% review cycle and deemed
adequate.

List Number of Comparability Protocols (ANDA only): N/A.

3 Pages have been Withheld in Full as b4 (CCI/TS) immediatlely following this page

OPQ-XOPQ-TEM-0001v05 Page 2 of 6 Effective Date: October 15, 2017



QUALITY ASSESSMENT

Primary Microbiology Reviewer Name and Date: Daniel J. Schu, Ph.D., 09/24/2018
Secondary Reviewer Name and Date (and Secondary Summary, as needed):

Julie Nemecek, Ph.D., 09/24/2018
“I concur.”

OPQ-XOPQ-TEM-0001v05 Page 6 of 6 Effective Date: October 15, 2017
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QUALITY ASSESSMENT

Recommendation: Complete Response

NDA 208742
Review #2
July §, 2017

Drug Name/Dosage Form | Dexamethasone Ophthalmic Insert
Strength 0.4 mg
Route of Administration Intracanalicular
Rx/OTC Dispensed Rx
Applicant Qcular Therapeutix Inc
US agent, if applicable N/A
SUBMISSION(S) REVIEWED DOCUMENT DATE
Resubmission 19-Jan-2017
Quality Review Team
DISCIPLINE Reviewer BRANCH/DIVISION
Drug Substance Rohit Tiwari ONDP//DNDAPI/NDBI
Drug Product Chunchun Zhang ONDP/DNDP-I/Branch II1
Process Vidya Pai OPF/DIABII
Microbiology Daniel Schu OPEF/DMA/M ABIII
Facility Vidya Pai OPF/DIABIII
Biopharmaceutics Om Anand ONDP/DB/Branch I
Regulatory Business Process Kristine Leahy OPRO/DRBPMI/RBPMBI
Manager
Application Technical Lead Chunchun Zhang ONDP/DNDP-I/Branch 111
Laboratory (OTR) NA
ORA Lead Paul Perdue ORA/OO/OMPTO/DMPTPO/MDTP
Environmental Assessment Chunchun Zhang ONDP/DNDP-I/Branch ITI
(EA)




QUALITY ASSESSMENT

Quality Review Data Sheet

1. RELATED/SUPPORTING DOCUMENTS:

A. DMFs:
ITEM DATE
DMF # TYPE HOLDER REFERENCED STATUS REVIEW COMMENTS
e ot COMPLETED
®@ | Typell ~ | Adequate | June 23,2017 | LoA:
4/11/2012.
Reviewed by
Rohit Tiwari.
B. Other Documents: IND, RLD, or sister applications
DOCUMENT APPLICATIONNUMBER DESCRIPTION
IND 114720 This product during IND
development
2. CONSULTS:
DISCIPLINE STATUS RECOMMENDATION DATE REVIEWER
Biostatistics NA
Pharmacology/Toxicology | Adequate 6/21/2017 Andrew McDougal
CDRH NA
Clinical NA
Other NA
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Executive Summary

L Recommendations

Satisfactory information and responses have been submitted to support the quality of
biopharmaceutics and quality micro aspects; refer to IQA#1 dated 6/17/2017. Drug substance and
drug product Reviews #1 recommended Approval and Reviews #2 upholds the approval
recommendations after evaluating this resubmission. There are three non-CR IRs for the
manufacturing process and therefore the manufacturing process is deemed deficient.

The original NDA was issued a complete response due to GMP non-compliance of the drug product
manufacturing facility.

The outcome of the most recent inspection of drug product manufacturing facility (Ocular
Therapeutix Inc) for this resubmission has once again resulted in Office of Process and Facilities
recommending Withhold. Therefore, NDA 208742 is recommended Complete Response from
Product Quality perspective.

Labeling recommendations from the Product Quality perspective will be provided to the OND PM
for consideration during final labeling.

A. Recommendation and Conclusion on Approvability
1. Summary of Complete Response issues: As described above.

2. Action letter language, related to critical issues such as expiration date: The following
CR statements on the unacceptable status of the manufacturing facility (Ocular
Therapeutix Inc.) should be included in the CR letter:

During a recent inspection of the Ocular Therapeutix, Inc., FEI#30084771535,
manufacturing facility for this application, our field investigators conveyed deficiencies to
the representatives of this facility. Satisfactory resolution of these deficiencies is required
before this application may be approved.

The following non-CR comments should be included in the CR letter:
1. As yield specifications may be further tightened based on additional batch history and
yield improvement initiatives, please tighten yield limits for visual inspection

(Percent Actual yield (Stepi#11.13)) and Percent yield for the batch (Step#i11.33).

2. Update your visual inspection controls to include risk based defect categorization with
related acceptable quality limits (AQL) and justification for the limits.

3. Provide a comprehensive list of manufacturing, equipment and procedural changes and
controls put in place since the previous re-submission to address inspectional deficiencies.
Provide the updated batch manufacturing instructions and any new production records
supporting this NDA for our review.

3. Benefit/Risk Considerations: Not applicable for CR.

B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements, and/or Risk
Management Steps, if Approvable


http:Step#ll.33
http:Step#ll.13

. . QUALITY ASSESSMENT
1L Sumry of Quality Assessments

A. Drug Substance [Dexamethasone] Quality Summary
The applicant cross-referenced the CMC information for the drug substance to
DMF @@, DMF @@ was found adequate by Rohit Tiwari on 6/23/2017.

B. Drug Product [Dexamethasone Insert] Quality Summary
Dexamethasone intracanalicular insert drug product 1 S
yellow®®with no visible foreign particulate matter 3mm cylindrical shaped insert in a
foam inser [ within a @ foil pouch.
All excipients used in the formulation are adequately qualified. No novel excipients are used
in the formulation. The drug product specification includes tests for appearance, identification,
assay, impurity, dry dimension, content uniformity, expansion, equilibrium diameter, in vitro
release, water content, visibility, endotoxin and sterility. The specification is acceptable. All
analytical methods are described in reasonable detail and have been adequately validated. The
applicant has performed automatic integration instead of manual integration for assay,
impurity, in-vitro release rate and content uniformity analytical methods in this resubmission,
the comparability results indicate that there is no difference between manual and automatic
integrations.

In this resubmission, batch analyses data are provided for 3 commercial batches of drug
product in the commercial container closure system at commercial scale of I8 units. All
batches complied with the proposed specification.

No stability update was submitted in this resubmission. The original NDA submission provided
eighteen months of stability data for one registration batch and twelve months of stability data
for the other two registration batches at long term condition (5°C) at 74% of commercial scale.
No accelerated stability data is submitted in the NDA. There is no trend observed for all the
test parameters when the drug products were stored at long term storage condition (5°C). These
results which included statistical analysis supports both the expiration dating period and
storage statement listed below.

1. Strength: 0.4 mg

2. Description/Commercial Imag @@ yellowl i@ @with no visible

foreign particulate matter 3mm cylindrical shaped insert.
3. Summary of Product Design: Dexamethasone intracanalicular insert

4. List of Excipients: See Drug Product Review #1.
5. Process Selection (Unit Operations Summary)




QUALITY ASSESSMENT

b. Critical equipment: NA
6. Container Closgtle: 1131 a foam inser A8 within -
foil pouch.
7. Expiration Date & Storage Condition [®# months with the storage statement of
stored 2°C — 8°C and a cautionary statement, “protect from light”.
8. List of co-packaged components: None

C. Summary of Drug Product Intended Use

Proprietary Name of the Drug Product DEXTENZA
Non Proprietary Name of the Drug Product Dexamethasone ophthalmic insert
Non Proprietary Name of the Drug Substance Dexamethasone

Proposed Indication(s) including Intended

Treatment of ocular pain associated with

Patient Population ophthalmic surgery
Duration of Treatment NA
Maximum Daily Dose 0.4 mg
Alternative Methods of Administration NA

D. Biopharmaceutics Considerations

Dextenza™ _dexamethasone) Insert is indicated for the treatment of ocular pain
associated with ophthalmic surgery. Dextenza is a dexamethasone intracanalicular insert drug product
[0.4 mg strength] that is inserted into the canaliculus following ophthalmic surgery. The
Biopharmaceutics review evaluated the acceptability of the in vitro release method, the in vitro

release acceptance criteria [ IECS

In Vitro Release Method: ACCEPTABLE

The following in vitro release method is acceptable:

Apparatus Medium Medium Volume | Temperature Shaking/stirring
125-mL 1 X Phosphate 100 mL 37.0+0.3°C None [sample
polypropylene Buffered Saline bottles to remain
bottle (PBS),pH 4.0 undisturbed in the
[degas] water bath]
=  For each sample preparation, place one (1) Dexamethasone Punctum Plug into a 125-mL
polypropylene bottle.

In Vitro Release Acceptance Criteria: ACCEPTABLE

The following in vitro release Acceptance Criteria are acceptable:

Time (Days)

% Release

0.21

LA
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1
2 %
3 %
4 NL | @%

®@

From the Biopharmaceutics perspective, NDA 208742 for Dexamethasone Extended
Release Insert is recommended for APPROVAL.

E. Novel Approaches: None

F. Any Special Product Quality Labeling Recommendations: None

G. Life Cycle Knowledge Information

From Initial Risk Identification Review Assessment
Attribute/ Facfors that Initial Risk Mitigation Final | Lifecycle
CQA can impact the Risk Approach Risk Considerations
CQA Ranking Eval. Comments
Sterility * Formulation | No preservative i Post-approval
» Container closure'  "genilizatio stability protocol?
* Process as been validated. Sterility will test sterility.
parameters ssurance is included in the
* Scale/equipment elease drug product
r Site pecification.
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LW
|
) Coure roe Dnus Piuwnom oo Rrscasen’

* Formulation Endotoxin testing will be ndotoxin testing will be
Endotoxin * Container closure’ performed at release. rformed at release on
Pyrogen * Process tability.
parameters
e  Roalaticn Rnl.mst analytical method
say . 1 validated for assay; no trend
(API), » Containerclosure on stability; levels remain
stability * Raw materials sirithirithe propose &
specification. Label claim
will be delivered.
Assay * Formulation o preservative. Single use.
(preservative) i Containerclosurel
* Process parameters
* Scale/equipment
“ 1 ormt_ﬂation ; Content uniformity is
Uniformity of [ Container closure included in the drug product
Dose i f;m‘i'ej's parameters release specification.
* Scale/equipment
. - The drug product is an
* rormulatnon 1
Oumolaliby t Container closure’ insert. Not relevant.
* Process parameters
 Scale/equipment
« Foriolaton The drug product is an insert.
pH + Container closure' Not relevant.
* Process parameters
+ Scale/equipment
Particulate * Formulation Per ophthalmic product
matter * Containerclosure requirements, particulate
* Process parameters M matter is controlled in the
* Scale/equipment drug specification with no
for foreign particulate
matter.
IInvitro drug | * Formulation Anin vitro release test is
release included in the drug product
specifications. The
acceptance criteria were
modified to better capture
the release profile. The in
vitro release method can
detect changes in the drug
product that occur upon
storage at a higher
temperature. In addition, the
in vitro release method is
discriminating with regard
to the drug loading in the
gel.

1 Stability studies demonstrate container closure compatibility with the drug product for all
quality attributes.
2 Post-approval stability protocol provides for testing of all quality attributes.
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Primary Quality Review

ASSESSMENT OF THE BIOPHARMACEUTICS INFORMATION
Adequate. Refer to Review #1 dated on 6/17/2016.

ASSESSMENT OF MICROBIOLOGY
Adequate. Refer to Review #1 dated on 6/17/2016.

ASSESSMENT OF ENVIRONMENTAL ANALYSIS
Adequate. Refer to Review #1 dated on 6/17/2016.

40 Page(s) have been Withheld in Full as b4 (CCI/TS) immediately following this page
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QUALITY ASSESSMENT

Recommendation: Complete Response

NDA 208742

L]
Review #1
June 17, 2016
i (b) (4)
Drug Name/Dosage Form | Dexamethason Insert
Strength 0.4 mg ' '
Route of Administration Intracanalicular
Rx/OTC Dispensed Rx
Applicant QOcular Therapeutix Inc
US agent, if applicable N/A
SUBMISSION(S) REVIEWED DOCUMENT DATE
Original 24-Sep-2015
Amendment 07-Dec-2015
Amendment 22-Dec-2015
Amendment 14-Jan-2016
Amendment 21-Mar-2016
Amendment 01-Apr-2016
Amendment 21-Apr-2016
Amendment 05-May-2016
Amendment 25-May-2016
Amendment 26-May-2016
Amendment 7-Jun-2016
Amendment 13-Jun-2016
Quality Review Team
DISCIPLINE Reviewer BRANCH/DIVISION
Drug Substance Anamitro Banerjee ONDP/DNDPI/NDPBII
Drug Product Chunchun Zhang ONDP/DNDP-1/Branch III
Process Vidya Pai OPF/DIABIII
Microbiology Daniel Schu OPF/DMA/MABIII
Facility Aditi Thakur, Vidya Pai OPF/DIA/DIABII, DIABIII
Biopharmaceutics Om Anand ONDP/DB/Branch I
Regulatory Business Process Erin Andrews OPRO/DRBPMI/RBPMBI
Manager
Application Technical Lead Chunchun Zhang ONDP/DNDP-1/Branch II1
Laboratory (OTR) NA
ORA Lead Paul Perdue ORA/OO/OMPTO/DMPTPO/MDTP
Environmental Assessment Chunchun Zhang ONDP/DNDP-1/Branch III
(EA)
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QUALITY ASSESSMENT

Quality Review Data Sheet

1. RELATED/SUPPORTING DOCUMENTS:

A. DMFs:
ITEM DATE
DMF # TYPE HOLDER STATUS REVIEW COMMENTS
REFERENCED
(Bya—— ) (4} COMPLETED
(OIS Type I Adequate | May 25, 2016 LoA:
4/11/2012.
Reviewed by
Anamitro
Banerjee.
B. Other Documents: IND, RLD, or sister applications
DOCUMENT APPLICATION NUMBER DESCRIPTION
IND 114720 This product during IND
development
2. CONSULTS:
DISCIPLINE STATUS RECOMMENDATION DATE REVIEWER
Biostatistics NA
Pharmacology/Toxicology | Adequate 3/11/2016 Andrew McDougal
CDRH NA
Clinical NA
Other NA




QUALITY ASSESSMENT

Executive Summary

Recommendations
Satisfactory information and responses have been submitted to support the quality of
the drug substance, drug product, biopharmaceutics and quality micro aspects.

However, the outcome of the most recent inspection of drug product manufacturing
facility (Ocular Therapeutix Inc) has resulted in Office of Process and Facilities
recommending Withhold. Therefore, NDA 208742 is recommended for Complete
Response from Product Quality perspective. Additionally, there are some deficiencies
in the process which are non CR issues.

Labeling recommendations from the Product Quality perspective will be provided to
the OND PM for consideration during final labeling.

A. Recommendation and Conclusion on Approvability
1. Summary of Complete Response issues: As described above.

2. Action letter language, related to critical issues such as expiration date :
The following CR statements about the unacceptable manufacturing facility
(Ocular Therapeutix Inc) should be included in the CR letter:

1. During a recent inspection of the Ocular Therapeutix, Inc.,
FET#3008477155, manufacturing facility for this application, our field
investigators conveyed deficiencies to the representatives of this facility.
Satisfactory resolution of these deficiencies is required before this
application may be approved.

The following non-CR comments should be included in the CR letter:
1. The submission includes updates to critical material attributes

. 0000000000000
M ), critical process parame
B, in-process control
P and yield limits. The supporting test results for the

metrics above were not provided for registration, stability and
proposed PQ batches. Your response to information requests has
referenced two subsequent lots, Lot No. 03241602 and 04211605
-mir scale, taken through all process steps) generated using
the intended commercial process parameters. While you have
provided batch size and yield on these lots, the information provided
does not include all the relevant details (e.g. batch manufacturing
records, in-process test results). Provide these details to support that
your updated production and process controls assure that in-process
materials and finished product meet the predetermined quality
requirements.




Ead QUALITY ASSESSMENT

2. The submission includes limited information on the intended scale-up
strategy beyond the current commercial scal [ units). In light
of the process complexity, unique dedicated custom-made equipment,
extent of manual operations, scale-up for any process operation (e.g.

A
I  beyond the stated commercial scale should be submitted
as a Prior Approval Supplement (PAS).

3. Benefit/Risk Considerations: Not applicable for CR.

B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements,
and/or Risk Management Steps, if Approvable

II. Summary of Quality Assessments

A. Drug Substance [Dexamethasone] Quality Summary
The applicant cross-referenced the CMC information for the drug substance to
DMF DMF [ was found adequate by Anamitro Banerjee on 5/25/2016.

B. Drug Product [Dexamethasone Insert] Quality Summai

Dexamethasone intracanalicular insert drug product i

yello -with no visible foreign particulate matter 3mm cylindrical shaped
tnsext in 2 foam nser [ within NSRS i pouch.

All excipients used in the formulation are adequately qualified. No novel
excipients are used in the formulation. The drug product specification includes
tests for appearance, identification, assay, impurity, dry dimension, content
uniformity, expansion, equilibrium diameter, in vitro release, water content,
visibility, endotoxin and sterility. The specification is acceptable. All analytical
methods are described in reasonable detail and have been adequately validated.
Additionally, all microbiology related issues concerning the drug product have
been satisfactorily resolved.
Batch analyses are provided for 3 registration batches and one commercial batch
of drug products in W}:‘ercial container closure system a ' units scales
(commercial scale its). All batches complied with the proposed
specification.
Eighteen months of stability data for one registration batch and twelve months of
stability data for the other two registration batches at long term condition (5°C)
are provided at 74% of commercial scale. No accelerated stability data is
submitted in the NDA. There is no trend observed on all the test parameters when
the drug products were stored at long term storage condition (5°C). These results
which included statistical analysis supports both the expiration dating period and
storage statement listed below.

1. Strength: 0.4 mg

2. Description/Commercial Imag [0 @@ yellow 0 ®®, with no

visible foreign particulate matter 3mm cylindrical shaped insert.
3. Summary of Product Design: Dexamethasone intracanalicular insert
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4. List of Excipients: See review notes, below.
5. Process Selection (Unit Operations Summary)
a. Sterilization processes of the drug product, as applicable

b.
6. Container Closure: In a foam inser [P within a 009
IR foil pouch.

7. Expiration Date & Storage Condition [®® months with the storage
statement of stored 2°C — 8°C and a cautionary statement, “protect from
light”.

8. List of co-packaged components: None

C. Summary of Drug Product Intended Use

Proprietary Name of the Drug Product DEXTENZA

Non Proprietary Name of the Drug Product Dexamethasone intracanalicular insert

Non Proprietary Name of the Drug Substance Dexamethasone

Proposed Indication(s) including Intended Treatment of ocular pain associated with
Patient Population ophthalmic surgery
Duration of Treatment NA
Maximum Daily Dose 0.4 mg
Alternative Methods of Administration NA

D. Biopharmaceutics Considerations

Dextenza™ _exameﬂlasone) Insert is indicated for the treatment of
ocular pain associated with ophthalmic surgery. Dextenza is a dexamethasone
intracanalicular insert drug product [0.4 mg strength] that is inserted into the canaliculus
following ophthalmic surgery. The Biopharmaceutics review evaluated the acceptability
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of the in vitro release method, the in vitro release acceptance criteria © @)
In Vitro Release Method: ACCEPTABLE
The following in vitro release method is acceptable:
Apparatus Medium Medium Volume | Temperature Shaking/stirring
125-mL 1 X Phosphate 100 mL 37.0+£03°C None [sample
polypropylene Buffered Saline bottles to remain
bottle (PBS), pH 4.0 undisturbed in the
[degas] water bath]
e  For each sample preparation, place one (1) Dexamethasone Punctum Plug into a 125-mL
polypropylene bottle.
In Vitro Release Acceptance Criteria: ACCEPTABLE
The following in vitro release Acceptance Criteria are acceptable:
Time (Days) %___%glgase
021 7
Y%
%
b
NLT | @%
(b} (4)
)¢
From Lhc Biopharmaceutics perspective, NDA 208742 for Dexamethason ]
Inscrt is recommended for APPROVAL.
E. Novel Approaches: None
F. Any Special Product Quality Labeling Recommendations: None
G. Life Cycle Knowledge Information
From Initial Risk Identification Review Assessment
Attribute/ Factors ‘h";tl Initial Risk Mitigation Final | yifecycle
CQA can impact the RJS?( Approach Risk Considerations
CQA Ranking Eval. Comments
Sterility * Formulation No preservative | b Post-approval
» Container closure O Esterilization stability protocol®

* Process
parameters

* Scale/equipment
 Site

ssurance is included in the

ted. Sterility will test sterility.
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C Ctvren pom Dmeg PiuLotnom ums Prscason’

Endotoxin testing will be
performed at release.

Robust analytical method
validated for assay; no trend
on stability; levels remain
within the proposed
specification. Label claim
will be delivered.

o preservative. Single use.

Content uniformity is
included in the drug product
release specification.

The drug product is an
insert. Not relevant.

The drug product is an insert.
Not relevant.

Per ophthalmic product
requirements, particulate
matter is controlled in the
drug specification with no
for foreign particulate
matter.

» Formulation
Endotoxin + Container closure’
Pyrogen * Process
parameters
Assay » Formulation
(API) « Container closure’
stabi]j,ty * Raw materials
Assay » Formulation
(preservative) [ Container closure!
 Process parameter:
* Scale/equipment
» Formulation
Uniformity of b Container closure’
Dose * Process parameter:
* Scale/equipment
» Formulation :
2 > Container closure
Quainality * Process parameter:
* Scale/equipment
» Formulation
pH b Container closure’
* Process parameter
¢+ Scale/equipment
Particulate » Formulation
matter + Container closure'
¢ Process parametery = M
 Scale/equipment
|in vitro drug * Formulation
release

An in vitro release test is
included in the drug product
specifications. The
acceptance criteria were
modified to better capture
the release profile. The in
vitro release method can
detect changes in the drug
product that occur upon
storage at a higher
temperature. In addition, the
in vitro release method is
discriminating with regard
to the drug loading in the
gel.

ndotoxin testing will be
rformed at release on
tability.

1 Stability studies demonstrate container closure compatibility with the drug product for all
quality attributes.

2 Post-approval stability protocol provides for testing of all quality attributes.
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OVERALL ASSESSMENT AND SIGNATURES: EXECUTIVE
SUMMARY
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ASSESSMENT OF THE BIOPHARMACEUTICS INFORMATION

This is a 505 (b)(2) NDA submission for a dexamethasone mtracanallcular insert drug
product [0.4 mg strength]. Dextenza™ dexamethasone) Insert
containing 0.4 mg dexamethasone, is indicated for the treatment of ocular pain associated
with ophthalmic surgery. Dextenza is inserted into the canaliculus following ophthalmic
surgery.

Review: The Biopharmaceutics review focuses on the evaluation and acceptability of

i.  the in vitro drug release method and acceptance criteria, and
.. (b) (4)
ii.

23. Are the in-vitro dissolution test and acceptance criteria adequate for assuring
quality control and consistent bioavailability of the drug product?

23.1 What are the highlights of the chemistry and what are the physico-
chemical properties of the drug substance and formulation of the drug product?

Dexamethasone is an anti-inflammatory 9-fluoro-glucocorticoid. g

dexamethasone, USP, is a white to practically white, odorless crystalline powder
practically insoluble in wate

(0} (4)

The proposed product is a single administration sterile dosage form which consists of
®®dexamethasone and 4-arm polyethylene glycol (PEG)

glutarate-trilysine hydrogel conjugated with fluorescein. The composition of Dextenza
is listed in Table 23.1 below.

Table 23.1: Composition of Dextenza [dexamethasone, 0.4 mg intracanalicular

depot]
Ingredient | Nominal Amount | Function
Active Pharmaceutical Ingredient (API)
Dexamethasone, Micronized, USP | [BE3 %, » | API
- ) (4)
4-arm 20K PEG SG o, |
Trilysine Acetate -
NHS-Fluorescein %
Sodium Phosphate Dibasic, USP
Sodium Phosphate Monobasic,
i @@ ysp

ln the submission the Applicant referred to this as sustained release dexamethasone
% It is also referred as the Dexamethasone Punctum Plugs (OTX-DP) in the submission.
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Hydrogel Matrix: The hydrogel matrix components of Dextenza are readily soluble in

In the eye’s canaliculus, after Dextenza hydrogel is hydrolyzed, the fluorescent PEG
materi in the lacrimal drain,

Figure 23.1: Anatomical representation of Dextenza placement

Tear fluid
Punctum (in motion)

(|

DEXTENZA Ampulla tear fluid
(not in motion)
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) (4)

Dextenza™ i ®@ resorbable drug product with a hydrogel

®® and dexamethasone. The Applicant claims that the hydrogel
®#: i5 designed to remain in the vertical canaliculus for 30 days o
) @) .
Over this
time and through hydrolysis, Dextenza softens, liquefies and is cleared through the
nasolacrimal duct. Dextenza is indicated for the treatment of ocular pain associated
with ophthalmic surgery.

The Listed Drug [LD] products which are the basis of this NDA submission are
Maxidex [NDA 013422; Dexamethasone Ophthalmic Suspension/Drops 0.1 %];
and Decadron [NDA 011984; Solution/Drops; Ophthalmic, Otic; Eq 0.1%
Phos%hate]. Decadron is listed in the discontinued section of the electronic Orange
Book".

In the Dosage and Administration section of the Maxidex label it is stated “One or
two drops topically in the conjunctival sac(s). In severe disease, drops may be
used hourly, being tapered to discontinuation as the inflammation subsides. In
mild disease, drops may be used up to four to six times daily”.

The Dextenza proposed label states e

) @)

Study OTX-14-009 was conducted to evaluate the plasma pharmacokinetics of
Dextenza as ®#dexamethason 7@ when placed in the
canaliculus of the eyelid of healthy subjects. Plasma concentrations were below
the lower limit of quantitation (LLOQ = 0.05 ng/mL) at all time-points in five of
the 16 subjects. Additionally, plasma concentrations were below the LLOQ at the
Day 15, 22 and 29 visits in the remaining subjects. Plasma dexamethasone
concentrations from 11% of samples (21 of 190) were above the LLOQ, ranging
from 0.05 ng/mL to 0.81 ng/mL. This study demonstrated that systemic exposure
to dexamethasone is negligible with the use of Dextenza. This study indicates that
there is no dose dumping from Dextenza.

The Applicant also claimed that the systemic exposure to dexamethasone from
Dextenza is similar to that reported with intravitreal administration of
dexamethasone 0.7 mg [Ozurdex US product information] and following topical
ocular administration of dexamethasone 0.1% suspension [Tobradex ST product
information and Weijtens et al., 2002), and several fold lower than that following a
single oral administration of 7.5 mg dexamethasone.

One phase 2 (OTX-12-002) and two phase 3 (OTX-13-002 and OTX-14-003)
studies were conducted to evaluate the efficacy and safety of Dextenza for the

* http://www.accessdata. fda.gov/scripts/cder/ob/docs/tempai.cfm

115


http://www.access

QUALITY ASSESSMENT

[P —p———,

treatment of ocular pain and inflammation following cataract surgery. The primary
efficacy endpoints for the three trials were the proportion of subjects with absence
of anterior chamber cells in the study eye (at the Day 8 Visit in OTX-12-002; at
the Day 14 Visit in OTX-13-002 and OTX-14-003) and the proportion of subjects
with absence of ocular pain in the study eye (at the Day 8 Visit in all three trials).
Dextenza was demonstrated to be superior to PVPP [Placebo Vehicle Punctum
Plug] for the treatment of ocular pain following cataract surgery at the primary
endpoint visit on Day 8

e The release of dexamethasone from Dextenza was studied in a Beagle dog model
with a dexamethasone punctum plug containing 372 pg dexamethasone
(TP0183/TRO183). Results of this study in dogs demonstrated a tapered delivery
of dexamethasone into the tear fluid over the course of 28 days.

e In vitro release profiles for Dextenza [Figure 23.16] indicate a slow and

B release.
Reviewer’s Initial Assessment ®® : Satisfactory
(0) ¢4)
) )
a
b.) The dosing frequency for Dextenza™ @ dexamethasone) 0.4 mg

Intracanalicular Insert is markedly different from the IR product [Maxidex] [the
proposed dosing for Dextenza is once in 30 days vs. four to six times daily for
Maxidex].

c.) There is no indication of dose dumping from Dextenza.

d.) In a Beagle dog study, the release of dexamethasone from Dextenza into the tear
fluid was noticed over the course of 28 days.

e.) The in vitro release of dexamethasone, which is water soluble
) (4)

(b) (4}

) (4)
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23.4 What is the proposed in vitro release method?

The proposed in vitro release method® is presented below in Table 23.2:

Table 23.2: Propesed in vitro release method

Apparatus Medium Medium Volume Temperature Shaking/stirring

125-mL Phosphate 100 mL 37.0+£0.3°C None [sample

polypropylene Buffered Saline bottles to remain

bottle (PBS), pH 4.0 undisturbed in the
[degas] water]

e add 100 mL of buffer solution to each bottle and cap tightly. Gently invert and swirl the bottle to

ensure all plugs are wet.
e place sample bottles into water baths at 37.0 = 0.3°C. Place each replicate in separate bath.
L]

Allow the sample bottles to remain undisturbed in the water bath until sampled.

e For each time point, gently invert and swirl samples to ensure a homogenous mixture and retumn to
water bath. Remove 1.0 mL of the supematant (sampling 1/3 way down the bottle) and transfer to a

HPLC vial.

*  Replace 1.0 mL of heated buffer into the polypropylene sample bottle. Cap tightly. Gently swirl the
bottle to re-suspend the plugs. The samples are only to be removed from the bath when mixing.

*TM60021
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23.6 What information is available to support the robustness (e.g. linearity,
accuracy, etc.) of the in vitro release methodology?

The Applicant demonstrated the specificity, linearity, range, accuracy, precision method
repeatability, precision sample repeatability, intermediate precision, limit of detection
(LOD), limit of quantitation (LOQ), sample solution stability, standard solution stability,
robustness and system suitability of the analysis for dexamethasone in vitro release.

Table 23.3 Validation Results for M60021 - In Vitro Release method

Validation Parameter Re quirements
Specificity Resolution > 1
Liearity R*>0.998
Accuracy Recovery 100 = 25%
Precision RSD = 30.0%
Repeatability RSD < 30.0%
Intermediate Precision RSD = 30%

SN >3.0
LOD

RSD of Area < 20%

SN >10.0
LOQ

RSD of Area < 10%
Standard Stability Recovery 100 = 5%
Sample Stability Recovery 100 = 5%
Robusmess* Variable

Reviewer’s Note: Upon completion of the Pre-NDA approval inspectio [0 @@
F W Facility, the FDA issued Form 48 [ s o)

129



QUALITY ASSESSMENT

23.7 What data are available to support the discriminating power of the in vitro
release method?

¥ Analytical Data Processing, Review and Filing. Reprocessing

130



QUALITY ASSESSMENT

Applicant’s Response [dated: 05/26/2016]: In response to the above request, the
Applicant conducted additional experiments using Dextenza drug product with a 20%
variance in the 394 pg drug load i.e. 80%, 100%, and 120% drug load. The drug release
results are provided in Figure 23.16. The Applicant stated that the data show that the in
vitro release method is capable of providing an indication of gross drug over or under
loading.

Figure 23.16: In vitro release from dexamethasone punctum plugs at various dose levels
of dexamethasone [80%, 100%, and 120% drug load]

100 - ey
80 +
BO +
70
B0 +— == B0% (312 ug) =
% 50 + e 1001% (302 Jig)
| s 120% (480 g}
30 ///J,f
20 /
of
0+ !
0 2 4 & 8 10
Time (days|
Reviewer’s Assessment of Applicant’s Responses [dated: 03/21/2016, 4/21/2016 and

5/26/2016]: Satisfactory

The Applicant demonstrated that the proposed drug release method has a reasonable
discriminating ability with regard to formulations varying in the drug loading [80%,
100%, and 120% drug load]. The Applicant’s response is reasonable and acceptable.

r’s rall Assessment of in vitro drug release method: Satisfactory
Though, the in vitro drug release method is not discriminating with regard to the CMAs
and the CPPs and the particle size of the drug substance, the method can detect changes
that may occur if the product is stored at higher temperatures than the recommended
storage temperature. In addition, the method can pick up the variation in the drug loading.
Considering the fact that this is a very special dosage form where the movement of the
fluid is limited, this Reviewer believes that the proposed method [with one plug per
bottle] can be used as a quality control tool. Therefore, the following in vitro drug release
method is found acceptable:
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Apparatus Medium Medium Volume | Temperature Shaking/stirring
125-mL Phosphate 100 mL 37.0+0.3°C None [sample
polypropylene Buffered Saline bottles to remain
bottle (PBS), pH 4.0 undisturbed in the
[degas] water bath]
* for each sample preparation, place one (1) Dexamethasone Punctum Plug into a 125-mL
polypropylene bottle.

23.8 What are the proposed in vitro release acceptance criteria? Are the proposed
in vitro release acceptance criteria adequate for assuring the consistent in vitro
dissolution of the drug product?

The Applicant originally proposed the following acceptance criteria:
Table 23.7: Originally proposed acceptance criteria for Dextenza

. Time . Maximum

(days)

DEXTENZA
(# of lots)

Specification
Range

‘ Minimum

(b) (4)

The acceptance criteria for in vitro release were based on in vitro drug release data from
stability and clinical lots of Dextenza. Testing was conducted according to the method
[TM 60021] usin Dexamethasone punctum plugs into a 125-mL polypropylene
bottle.

The original method [TM 60021], usin B Dexamethasone punctum plugs into a
125-mL polypropylene bottle [ 100 mL of release medium], was found unacceptable
[section 23.4]. In a response [dated: 04!21;’2016] the Applicant conducted drug release
testing o @ josage units | @different punctum plags in [ ®kifferent bottles].
The drug release profiles are presented below in Figure 23.17.
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Table 23.8!': Recommended in vitro release method for
dexamethasone punctum plugs [Dextenza]

Apparatus Medium Medium Volume Temperature Shaking/stirring
125-mL 1 X Phosphate 100 mL 37.0+0.3°C None [sample
polypropylene Buffered Saline bottles to remain
bottle (PBS), pH 4.0 undisturbed in the
[degas] water bath]

e for each sample preparation, place one (1) Dexamethasone Punctum Plug into a 125-mL
polypropylene bottle.

e add 100 mL of buffer solution to each bottle and cap tightly. Gently invert and swirl the bottle to
ensure all plugs are wet.

e place sample bottles into water baths at 37.0 + 0.3°C. Place each replicate in separate bath.

e  Allow the sample bottles to remain undisturbed in the water bath until sampled.

e For each time point, gently invert and swirl samples to ensure a homogenous mixture and return to
water bath. Remove 1.0 mL of the supernatant (sampling 1/3 way down the bottle) and transfer to a
HPLC vial.

e  Replace 1.0 mL of heated buffer into the polypropylene sample bottle. Cap tightly. Gently swirl the
bottle to re-suspend the plugs. The samples are only to be removed from the bath when mixing.

2. Your proposed drug release acceptance criteria are not supported by the data
submitted and therefore not acceptable. We recommend that you implement the
following drug release acceptance criteria:

Table 23.9: Recommended in vitro release Acceptance Criteria for
dexamethasone punctum plugs [Dextenza]

Time (Days) % Rgie‘lfr‘_e?ase
0.21 %
1 %
2 %
3 %
4 NL | @%

Please provide a revised drug product specification table and update your stability
protocol accordingly.

Applicant’s Response [dated: 6/09/2016]: The Applicant accepted the above stated in
vitro release method and acceptance criteria. The Applicant also stated that this modified
method will further be validated and this validation is likely to be completed on or about
July 22, 2016. The Applicant also stated that validation is a pre-requisite to
implementation of the new method for product release and stability assessment and the
validation will be completed prior to release of any commercial Dextenza drug product.

' Note: Table # 23.8 and 23.9 are for reviewer purpose only
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The Applicant also provide revised drug product specification table and stated that they
have updated the stability protocol [TP0241] accordingly.

Revi r’s Assessment of the In Vitro Release Method and the A tan riteria:
Acceptable

The Applicant accepted the recommended the Vitro Release Method [Table 23.8] and the
Acceptance Criteria [Table 23.9] for dexamethasone punctum plugs [Dextenza] for release
and stability testing.

23.9 Are all the strengths evaluated in the pivotal clinical trials? What data are
available to support the approval of lower strengths?

N/A

23.10 Is there a request for a waiver of the submission of in vive BE data
(Biowaiver)? What is the purpose of the biowaiver request?

N/A

24. Are the changes in the formulation, manufacturing process, manufacturing sites
during the development appropriately bridged to the commercial product?

A comparison of the formulations used in the Phase 2 clinical study [OTX-12-002],
Phase 3 clinical studies [OTX-13-002, OTX-14-003, and OTX-14-009], and commercial
production is provided below in Table 24.1.

Table 24.1: Comparison of Clinical and Commercial Formulations

Phase 2 Phase 3 Commercial

Formulation

b} (4
Dexamethasone

4-arm 20K PEG

Sodium Dibasic Phosphate

Sodinm Monobasic Phosphate

Trilysine Acetate

NHS-Fluorescein
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There are two differences between the formulations provided'” in Table 24.1:

a)

b)

Figure 24.1: In vitro release profiles comparison of Phase 2, Phase 3 and
Commercial formulations of dexamethasone punctum plugs [Dextenza].

100 -
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° .
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=2 40 - smsems 12261303 Clinical -Phase 3
30 - 05021404 Clinical-Phase 3
20 - 10301304 10141303 Stability-Phase 3
10 - & (08041407 07031401 Stability:Commercial
0 T T T T 1
0 2 3 4 5
Time (Days)

ssessment: Acceptable.
The Applicant provided comparative dissolution data supporting the bridging of the
Phase 2, Phase 3 and commercial formulations.

Both pivotal clinical studies [0TX-13-002 and OTX-14-003] used the Phase 3
formulation. The Phase 3 and the commercial formulations are identical qualitatively but
| slightly different quantitatively; these quantitative differences are minor and were made

' The details of these comparisons are provided in in Section 3.2.P.2.3, Table 8 of the NDA.
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[ @wrhe in vitro release profile comparisons are summarized in
Figure 24.1. As presented above in Figure 24.1, the in vitro release performances of these
batches used in the Phase 3 studies and the coercml batches are similar. Themfﬂre the
bridging between the Phase 3 formulation and the commercial formulation is supported

| by the provided comparative in vitro release data. '

OVERALL ASSESSMENT AND SIGNATURES:
BIOPHARMACEUTICS
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ASSESSMENT OF MICROBIOLOGY

25. Are the tests and proposed acceptance criteria for microbial burden adequate for
assuring the microbial quality of the drug product?

Product Quality Microbiology Assessment

1.

143

REVIEW OF COMMON TECHNICAL DOCUMENT-
QUALITY (CTD-Q)
MODULE 3.2: BODY OF DATA

S

DRUG SUBSTANCE

The drug substance manufacturing process is not the subject of this
product quality microbiology review as the drug product is () ¢4)
sterilized 24

DRUG PRODUCT

Description of the Composition of the Drug Product

Description of drug product

The subject drug product is a sustained release single administration
sterile dosage form. It serves as ®@r dexamethasone.
The drug product is a resorbable punctum plug consisting of a
synthetic, dried, fluorescent PEG-based hydrogel designed to be
inserted in the vertical canaliculus. Upon insertion (with forceps), the
drug product swells on contact with moisture from the tear fluid until it
is firmly secured in the canaliculus. It is designed to remain there for
at least 30 days. Over this time period the drug product begins to
soften and liquefy. Eventually it is then cleared through the
nasolacrimal duct.

Drug product composition
The composition of the drug product is provided in Table 1 of Section
3.2.P.1 of the submission, which has been reproduced below.



Dexanctiasone, PS 10-2004-002
Micronized. USP _ IC 10-2004-002

DS 10-2001-001
IC 10-2001-001

4-arm 20K PEG SG

PS 10-1001-003
IC 10-1001-003

Trilysine Acetate
! PS 10-2004-005
e IC 10-2004-005
- PS 10-1001-005
Shgup Enciipa: IC 10-1001-005
Dibasi. USP
Sodiun Phosplate PS 10-1001-004

Monobask. IC 10-1001-004

I i be supplied from cither NI focities

-

e Description of container closure system

The foil pouch acts as a
sure system are provided in
Table 1 of Section 3.2.P.7, which has been reproduced below.
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Table 1: DEXTENZA Container Closure System
Component 21 CFR Compliance

2.5 %407
Peelable Foil
Pouch

P.2  Pharmaceutical Development
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Acceptable

Reviewer’s Comment
The applicant’s verification of container closure integrity is consistent with regulatory
expectations for a sterile pharmaceutical product.
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P.8.3 Stability Data
(See Section 3.2.P.3.8.3)
18 months (Lot #10141303) and 12 months (Lots #07031401 and
0717404) of stability data are provided in support of the application. The
three stability lots were manufactured at the proposed commercial batch

production size o | units. Stability studies were performed at 5°C, the
proposed label storage condition. The studies were designed to provide
data to support the minimum onth expiration period and to mimic
conditions of shipping, handling and administration of the proposed
commercially manufactured drug product.

The subject drug product was determined to be incompatible with the ICH

Q1A (R2) guidelines for accelerated storage evaluation of a refrigerated
roduct as the drug produc
resulting in observed

differences in dissolution. The applicant states that when the drug product
was examined under in vivo conditions, there was no difference between
accelerated aging and non-aged drug product. It was therefore inferred
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that the dissolution effect observed was an artifact of the storage
condition. Therefore, studies under accelerated conditions were found
unsuitable for the proposed drug product.

Reviewer’s comment

Results of endotoxins testing for the three stability lots at time initial were provided in
Tables 2-4 (pages 4-19) of Section 3.2.P.8.3. for the three stability lots, which were
previously reviewed in Section P.5.2 Analytical Procedures-Endotoxin, and met the
specification of </ 2 EU/Product.

Results of CCIT testing for both bubble test and seal strength were
provided in Tables 2-4 (pages 4-19) of Section 3.2.P.8.3. All three lots
met acceptance criteria for peel strength testing out to 18 months (Lot
#10141303) and 12 months (Lots #08041407 and 08041408). For the
bubble test, one sample did not meet the acceptance criteria for Lot
#10141303. See Section 3.2.P.2.5 for details and a justification.

Acceptable
Reviewer’s Comment
The applicant has met regulatory expectations with regard to the design of the stability
testing program to support the drug product’s microbiological quality throughout its shelf
life. In addition, the stability data submitted to date support the microbiological quality
of the subject drug product.

R REGIONAL INFORMATION
R.1  Executed Batch Record
(See 3.2.R.1 Regional Information Executed Batch Records)

All executed batch records from 2012, 2013, 2014 and 2015 are provided
in the submission.

Acceptable
Reviewer’s comment
The batch records confirm that validated sterilization processes were used for the
manufacture of the exhibit batch.

2. REVIEW OF COMMON TECHNICAL DOCUMENT-
QUALITY (CTD-Q)
MODULE 1

A. PACKAGE INSERT
Storage temperature: 2 -8°C
Route of administration: For Intracanalicula
Dosage forms: Fluorescent yellow 3 mm cylindrical shaped 0.4 mg[" @@
inserted into the canaliculus following ophthalmic surgery.

(b} {4
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e The drug product releases a sustained and tapered dose for up to 30
days following insertion.

e The drug product is sterile, single-use only. Discard opened and
unused product.

Acceptable
Reviewer’s Comment
The applicant has met regulatory expectations with regard to the information related to
issues of product quality microbiology that is provided in the product labeling.

3. LIST OF MICROBIOLOGY DEFICIENCIES AND
COMMENTS: There are no microbiology deficiencies identified.

Reviewer’s Assessment: Adequate
(®) @)

Data to support the process validation fo sterilization
of the subject drug product were provide i
% The application also included
container-closure integrity studies in support of microbiology product quali
sterility assurance : e
() (4)
“ mprovides adequate
sterility assurance for this sterile drug product.

2.3.P.7 Container/Closure System

26. Is the proposed container/closure system for the drug product validated to
function as a barrier to microbial ingress? What is the container/closure design
space and change control program in terms of validation?

Applicant’s Response:

Reviewer’s Assessment: Adequate

The applicant has provided sufficient results demonstrating the integrity of the container-

closure as a microbial barrier.
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A APPENDICES

A2 Adventitious Agents Safety Evaluation

27. Are any materials used for the manufacture of the drug substance or drug product
of biological origin or derived from biological sources? If the drug product
contains material sourced from animals, what documentation is provided to
assure a low risk of virus or prion contamination (causative agent of TSE)?

Applicant’s Response: N/A
28. If any of the materials used for the manufacture of the drug substance or drug
product are of biological origin or derived from biological sources, what drug
substance/drug product processing steps assure microbiological (viral) safety of
the component(s) and how are the viral inactivation/clearance capacity of these
processes validated?
Applicant’s Response: N/A

OVERALL ASSESSMENT AND SIGNATURES: MICROBIOLOGY
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ASSESSMENT OF ENVIRONMENTAL ANALYSIS

29. Is the applicant’s claim for categorical exclusion acceptable?

30. Is the applicant’s Environmental Assessment adequate for approval of the
application?

Applicant’s Response: The applicant requested a categorical exclusion from the
requirement to prepare an environmental assessment (EA) under 21 CFR 25.31(b) on the
grounds that the concentration at the point of entry into the aquatic environment is expected
to be less than 1 ppb.

nt: Adequate.

OVERALL ASSESSMENT AND SIGNATURES: ENVIRONMENTAL

159



QUALITY ASSESSMENT

I. Review of Common Technical Document-Quality (Ctd-Q) Module 1

Labeling & Package Insert

1. Package Insert
(a) “Highlig&l(:g” Section (21CFR 201.57(a))

DEXTENZA™ dexamethasone ©9nsert) 0.4mg

Initial U.S. Approval: 1958

DOSAGE FORMS AND STRENGTHS

insert containing dexamethasone 0.4 mg.

Item Information Reviewer’s Assessment

Provided in NDA

Product title, Drug name (201.57(a)(2))
Proprietary name and Adequate
established name
Dosage form, route Adequate
of administration
Controlled drug Not applicable
substance symbol (if
applicable)

Dosage Forms and Strengths (201.57(a)(8))
A concise summary Adequate
of dosage forms and
strengths

Conclusion: Adequate. Labeling comments are marked up and highlighted in yellow in
this review and will be finalized during team labeling review.

(b) “Full Prescribing Information” Section

#3: Dosage Forms and Strengths (21CFR 201 ,57fﬂf4\{})} =
Fluorescent yellow 3 mm cvlindrical shane _insert containing

® @
dexamethasone 0.4 mg

Item Information Provided in NDA Reviewer’s Assessment
Available dosage forms Adequate
Strengths: in metric system Adequate
A description of the identifying Adequate

characteristics of the dosage
forms, including shape, color,
coating, scoring, and
imprinting, when applicable.

| Conclusion: Adequate. [abeling comments are marked up and highlighted in yellow in
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QUALITY ASSESSMENT

this review and will be finalized during team labeling review.

11: Description (21CFR 201.57(c)(12

11 DESCRIPTION — —
DEXTENZA (dexamethason mnser (gls_ﬁ?. fluorescent yellow 3 mm
cylindrical shaped | ®®insert fo " DEXTENZA contains

0.4 mg dexamethasone in a polyethylene glycol (PEG) based hydrogel conjugated with
fluorescein.
The active ingredient is represented by the chemical structure:

The chemical name for dexamethasone is 9-Fluoro-11§,17,21-trihydroxy-16a0-
methylpregna-1,4-diene- 3,20-dione. It has a molecular formula of C2;H29FOs and a
molecular weight of 392.47 g/mol. Dexamethasone is a crystalline powder.

Each DEXTENZA contains: Active ingredients: 0.4 mg dexamethasone; Inactive
ingredients: 4-arm 20K polyethylene glycol (PEG) succinmidyl glutarate, trilysine
acetate, NHS-fluorescein, sodium phosphate dibasic, sodium phosphate monobasic, water
for injection.

Item Information Provided in NDA | Reviewer’s Assessment
Proprietary name and established Adequate

name

Dosage form and route of Adequate
administration

Active moiety expression of Adequate

strength with equivalence statement

for salt (if applicable)

Inactive ingredient information Adequate

(quantitative, if injectables
21CFR201.100(b)(5)(ii1)), listed by
USP/NF names.

Statement of being sterile (if Adequate
applicable)

Pharmacological/ therapeutic class Not applicable
Chemical name, structural formula, Adequate
molecular weight

If radioactive, statement of Not applicable
important nuclear characteristics.

Other important chemical or Not applicable

physical properties (such as pKa,
solubility, or pH)
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Conclusion: Adequate. Labeling comments are marked up and highlighted in yellow in
this review and will be finalized during team labeling review.

16: How Supplied/Storage and Handling (21CFR 201.57(c)(1
DEXTENZA is supplied sterile in a foam carrier within a foil laminate pouch.

DX-2004-10 Carton containing 10 pouches NDC X)QQ(-X)OQ{E)—%?(

) (@)
Do not use @25 been damaged or broken.

DEXTENZA is intended for single use only
Storage: Store refrigerated, between 2°C and 8°C (36°F and 46°F). Protect from light.

(b) (4)

Item Information Provided in NDA Reviewer’s Assessment
Strength of dosage form Adequate

Available units (e.g., bottles of Adequate

100 tablets)

Identification of dosage forms, Adequate

e.g., shape, color, coating,
scoring, imprinting, NDC

number

Special handling (e.g., protect Adequate
from light, do not freeze)

Storage conditions Adequate

Manufacturer/distributor name listed at the end of PI. following Section #17
Ocular Therapeutix, Inc.
Bedford, MA a(,J) %4’;*'30 USA

Item Information Provided in NDA Reviewer’s Assessment
Manufacturer/distributor name (21 Adequate
CFR 201.1)

Conclusion: Adequate.

2. Container an arton Labelin

1) Immediate Container Label
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Comments on the Information Provided in

Item NDA Conclusions
oprietary name, Adequate
stablished name (font
size and prominence (21
ICER 201.10(g)(2))
trength (21CFR Adequate
01.10(d)(1); 21.CFR
01.100(b)(4))
[Route of administration Adequate
21.CFR 201.100(b)(3))
[Net contents® (21 CFR Adequate
201.51(a))
ame of all inactive Missing (only PEG

ingredients (Quantitative
ingredient information is
equired for injectables)
D1CFR 201.100(b)(5)**

conjugate is included).

|[Lot number per 21 CFR Adequate
201.18
piration date per 21 Adequate
FR 201.17
[‘Rx only” statement per Adequate
21 CFR 201.100(b)(1)
|Storage Adequate
(not required)
C number Adequate
per 21 CFR 201.2)
requested, but not
equired for all labels or
abeling), also see 21 CFR
007.35(b)(3)
[Bar Code per 21 CFR Adequate
D01.25(c)(2)***
Adequate

ame of
nufacturer/distributor
21 CFR 201.1)

[Others

*21 CFR 201.51(h) A drug shall be exempt from compliance with the net quantity

declaration required by this section if it is an ointment labeled ‘‘sample

*? ‘6

, “‘physician’s

sample’’, or a substantially similar statement and the contents of the package do not

exceed 8 grams.

**For solid oral dosage forms, CDER policy provides for exclusion of “oral” from the

container label

164




QUALITY ASSESSMENT

**Not required for Physician’s samples. The bar code requirement does not apply to
prescription drugs sold by a manufacturer, repacker, relabeler, or private label distributor
directly to patients, but versions of the same drug product that are sold to or used in
hospitals are subject to the bar code requirements.

Conclusion: Adequate. All the inactive ingredients should be included. Labeling comments are
marked up and highlighted in yellow in this review and will be finalized during team labeling
rCVieWc .

Comments'to_ the applicant:
1. Storage conditions: “Store refrigerated, between 2°C and 8°C (36°F and 46°F). Protect

from light”. .

2. The full name should read: DEXTENZA (dexamethason -nse't"t)'_:
0.4mg. _ _ . .
3. The inactive ingredients should be 4-arm 20K polyethylene glycol (PEG) succinmidyl
glutarate, trilysine acetate, NHS-fluorescein, sodium phosphate dibasic, sodium
phospha,te monobaslc, Water far mjeetlon
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Comments on the Information Provided in

ingredients (except for oral
drugs); Quantitative ingredient
t’nformation is required for
injectables)[ 201.10(a),

P1CFR201.100(d)(2)]

Item NDA Conclusions

[Proprietary name, established Adequate
name (font size and
prominence (FD&C Act
502(e)(1)(A)(i), FD&C Act
502(e)(1)(B), 21 CFR
001.10(g)(2))
Strength (21CFR 201.10(d)(1); Adequate
D1.CFR 201.100((d)(2))
[Net contents (21 CFR 201.51(a)) Adequate
[Lot number per 21 CFR Adequate
201.13
|[Expiration date per 21 CFR Adequate
201.17

ame of all inactive Missing (only PEG

conjugate is included).

Sterility Information (if
fapplicable)

Adequate

[“Rx only” statement per 21
CFR 201.100(d)(2), FD&C
Act 503(b)(4)

Adequate

Storage Conditions

Adequate

INDC number
(per 21 CFR 201.2)
(requested, but not required

[for all labels or labeling), also
see 21 CFR 207.35(b)(3)

Adequate

[Bar Code per 21 CFR
D01.25(c)(2)**

|Adequate

Name of
manufacturer/distributor

Adequate

“See package insert for dosage
linformation” (21 CFR 201.55)

Adequate

“Keep out of reach of
children” (optional for Rx,
required for OTC)

Not applicable

[Route of Administration (not

|Adequate
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required for oral, 21 CFR
201.100(d)(1) and (d)(2))

Conclusion: Adequate. All the inactive ingredients should be included. Labeling comments are
marked up and highlighted in yellow in this review and will be finalized during team labeling
review.

Comments to the applicant:

1. Storage conditions: “Store refrigerated, between 2°C and 8°C (36°F and 46°F). Protect
from light”. —

2. The full name should read: DEXTENZA (dexamethason insert)
0.4mg.

3. The inactive ingredients should be 4-arm 20K polyethylene glycol (PEG) succinmidyl
glutarate, trilysine acetate, NHS-fluorescein, sodium phosphate dibasic, sodium
phosphate monobasic, water for injection.

4, DEXTENZA  ®®chonld he DEXTENZA insert

5. Delet

(b) (4)

OVERALL ASSESSMENT AND SIGNATURES: LABELING

Reviewer’s A, ment and Si re:
Adequate.
Chunchun Zhang, Ph.D.; Acting CMC Lead; Branch 3; Division of New Drug
Product L.
May 20, 2016.
n i mments an neurr !
I concur May 20, 2016.
Balajee Shanmugam, Ph. D.; Acting Branch Chief; Branch 3; Division of New Drug
Product L.
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	Quality Review Data Sheet 
	1. RELATED/SUPPORTING DOCUMENTS: 
	A. DMFs: 
	Figure
	Figure
	Figure
	Figure
	DATE
	ITEM
	DMF # .TYPE .HOLDER .STATUS .REVIEW .COMMENTS.
	REFERENCED 
	COMPLETED 
	{tif(41
	I 

	(ti) (4 
	~~j
	Figure
	I 

	Type II 
	Adequate 
	June 23, 2017 
	LoA: 4/11/2012. Reviewed by Rohit Tiwari. 
	Figure
	B. Other Documents: IND, RLD, or sister applications 
	Table
	TR
	DOCUMENT 
	APPLICATION NUMBER 
	DESCRIPTION 

	IND 
	IND 
	114720 
	This product during IND development 


	2. CONSULTS: .
	DISCIPLINE 
	DISCIPLINE 
	DISCIPLINE 
	STATUS 
	RECOMMENDATION 
	DATE 
	REVIEWER 

	Biostatistics 
	Biostatistics 
	NA 

	Pharmacology/Toxicology 
	Pharmacology/Toxicology 
	Adequate 
	6/21/2017 
	Andrew McDougal 

	CDRH 
	CDRH 
	NA 

	Clinical 
	Clinical 
	NA 

	Other 
	Other 
	NA 
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	Executive Summary .
	I. Recommendations 
	Satisfactory information and responses have been submitted to support the quality of 
	biopharmaceutics and quality micro aspects; refer to IQA#l dated 6/17/2017. Drug substance and 
	drug product Reviews #1 recommended Approval and Reviews #2 upholds the approval 
	recommendations after evaluating this resubmission. There are three non-CR IRs for the 
	manufacturing process and therefore the manufacturing process is deemed deficient. 
	The original NDA was issued a complete response due to GMP non-compliance ofthe drug product manufacturing facility. The outcome ofthe most recent inspection ofdrug product manufacturing facility (Ocular Therapeutix Inc) for this resubmission has once again resulted in Office ofProcess and Facilities recommending Withhold. Therefore, NDA 208742 is recommended Complete Response from Product Quality perspective. 
	Labeling recommendations from the Product Quality perspective will be provided to the OND PM for consideration during final labeling. 
	A. .Recommendation and Conclusion on Approvability 
	1. .
	1. .
	1. .
	Summary of Complete Response issues: As described above. 

	2. .
	2. .
	Action letter language, related to critical issues such as expiration date: The following CR statements on the unacceptable status ofthe manufacturing facility (Ocular Therapeutix Inc.) should be included in the CR letter: 


	During a recent inspection ofthe Ocular Therapeutix, Inc., FE/#3008477155, 
	manufacturingfacility for this application, ourfield investigators conveyed deficiencies to 
	the representatives ofthisfacility. Satisfactory resolution ofthese deficiencies is required 
	before this application may be approved. 
	The following non-CR comments should be included in the CR letter: 
	1. 
	1. 
	1. 
	As yield specifications may befurther tightened based on additional batch history and yield improvement initiatives, please tighten yield limits for visual inspection (Percent Actual yield ()) and Percent yieldfor the batch (). 
	Step#ll.13
	Step#ll.33


	2. 
	2. 
	Update your visual inspection controls to include risk based defect categorization with related acceptable quality limits (AQL) andjustificationfor the limits. 

	3. 
	3. 
	Provide a comprehensive list ofmanufacturing, equipment andprocedural changes and controls put in place since the previous re-submission to address inspectional deficiencies. Provide the updated batch manufacturing instructions and any new production records supporting this NDAfor our review. 


	3. .Benefit/Risk Considerations: Not applicable for CR. 
	B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements, and/or Risk Management Steps, if Approvable 
	===a--=-~~~Q_U_A_L_I_TY~A_s_sE_s_s_ME~N_T~~~----rgjQ§~~.
	~~

	*il=
	~~

	II. Summary ofQuality Assessments 
	A. Drug Substance [Dexamethasone] Quality Summary The applicant cross-referenced the CMC information for the drug substance to DMF (bl1' . DMF Ill><" was found adequate by Rohit Tiwari on 6/23/2017. 
	B. Drug Product [Dexamethasone Insert] Quality Summary Dexamethasone intracanalicular insert drug product i ~ yello (bl1' ith no visible foreign particulate matter 3mm cylindrical shaped insert in a <11" within a (bl1' foil pouch. All excipients used in the formulation are adequately qualified. No novel excipients are used in the formulation. The drug product specification includes tests for appearance, identification, assay, impurity, dry dimension, content uniformity, expansion, equilibrium diameter, in v
	foam inser 
	6

	In this resubmission, batch analyses data are provided for 3 commercial batches ofdrug product in the commercial container closure system at commercial scale o~units. All batches complied with the proposed specification. 
	No stability update was submitted in this resubmission. The original NDA submission provided eighteen months ofstability data for one registration batch and twelve months ofstability data for the other two registration batches at long term condition (S°C) at 74% ofcommercial scale. No accelerated stability data is submitted in the NDA. There is no trend observed for all the test parameters when the drug products were stored at long term storage condition (S°C). These results which included statistical analy
	1. .
	1. .
	1. .
	Strength: 0.4 mg 

	2. .
	2. .
	<>fyello <11" ith no visible foreign particulate matter 3mm cylindrical shaped insert. 
	Description/Commercial Imag 
	6
	4 
	6


	3. .
	3. .
	Summary ofProduct Design: Dexamethasone intracanalicular insert 

	4. .
	4. .
	List ofExcipients: See Drug Product Review #1. 


	S. .Process Selection (Unit Operations Summary) 
	a. .Sterilization processes ofthe drug product. as app=l=ic=a=b=le.______~ 
	{ti)('I 
	QUALITY ASSESSMENT .
	Figure
	b. Critical equipment: NA 
	(b)l'll 
	Figure

	6. .Container Closure: In a foam inser 
	{tif('I . 
	foil pouch. 
	-----

	7. .
	7. .
	7. .
	Expiration Date & Storage Condition <f<" months with the storage statement of stored 2°C -8°C and a cautionary statement, "protect from light''. 
	6


	8. 
	8. 
	List of co-packaged components: None 


	C. Summary ofDrug Product Intended Use 
	Proorietarv Name ofthe Dru!!: Product 
	Proorietarv Name ofthe Dru!!: Product 
	Proorietarv Name ofthe Dru!!: Product 
	DEXTENZA 

	Non Proorietarv Name of the Dru!!: Product 
	Non Proorietarv Name of the Dru!!: Product 
	Dexamethasone oohthalmic insert 

	Non Proorietarv Name ofthe Dru!!: Substance 
	Non Proorietarv Name ofthe Dru!!: Substance 
	Dexamethasone 

	Proposed lndication(s) including Intended 
	Proposed lndication(s) including Intended 
	Treatment ofocular pain associated with 

	PatientPopulation 
	PatientPopulation 
	ophthalmic surgery 

	Duration ofTreatment 
	Duration ofTreatment 
	NA 

	Maximum Daily Dose 
	Maximum Daily Dose 
	0.4mg 

	Alternative Methods ofAdministration 
	Alternative Methods ofAdministration 
	NA 


	D. .Biopharmaceutics Considerations 
	!bll'I dexamethasone) Insert is indicated for the treatment ofocular pain associated with ophthalmic surgery. Dextenza is a dexamethasone intracanalicular insert drug product 
	Dextenza™ 

	[0.4 mg strength] that is inserted into the canaliculus following ophthalmic surgery. The Biopharmaceutics review evaluated the acceptability of the in vitro release method, the in vitro bll'I 
	release acceptance criteria 

	In Vitro Release Method: ACCEPTABLE .The following in vitro release method is acceptable: .
	Aooaratus 
	Aooaratus 
	Aooaratus 
	Medium 
	Medium Volume 
	Temoerature 
	Shakinl?/stirrine: 

	125-mL polypropylene bottle 
	125-mL polypropylene bottle 
	1 X Phosphate Buffered Saline (PBS), pH 4.0 (degas] 
	IOOmL 
	37.0 ±0.3°C 
	None (sample bottles to remain undisturbed in the water bath] 

	. For each sample preparation, place one (1) Dexamethasone Punctum Plug into a 125-mL oolvoroovlene bottle. 
	. For each sample preparation, place one (1) Dexamethasone Punctum Plug into a 125-mL oolvoroovlene bottle. 


	In Vitro Release Acceptance Criteria: ACCEPT ABLE .The following in vitro release Acceptance Criteria are acceptable: .
	Time (Days) .% Release 
	0.21 .
	Figure
	QUALITY ASSESSMENT .
	I (b)(4)% 2 % 3 Yo 4 NL (bl (4J% 
	~ 
	From the Biopharmaceutics perspective, NDA 208742 for Dexamethasone Extended Release Insert is recommended for APPROVAL. 
	E. Novel Approaches: None 
	F. Any Special Product Quality Labeling Recommendations: None 
	G. Life C cle Knowled e Information 
	From Initial Risk Identification 
	Review Assessment 
	Factors that 
	Initial 
	Final 
	Attribute/ 
	Risk Mitigation 
	Lifecycle
	can impact the 
	Risk 
	Risk 
	CQA 
	Approach 
	Considerations
	CQA 
	Ranking 
	Eval. 
	Comments 
	------r---l(b)(4' 
	Figure

	• Formulation 
	Post-approval 
	Sterility 
	No_nreservative 
	(l>H4""st_e_ri_liz_at_1 ...on
	• Container closure
	1 

	stability protoco1
	2 

	•Process 
	as been validated. Sterility 
	wi11 test steriIity. 
	parameters 
	ssurance is included in the 
	• Scale/equipment 
	elease drug product 
	Site 
	pecification. 
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	Endotoxin Pyrogen Assay (API), stability Assay (preservative) Uniformity of Dose Osmolality pH articulate atter n vitro drug elease • Formulation • Container closure1 •Process arameters • Formulation • Containerclosure1 • Raw materials • Formulation Containerclosure1 Process parameters • Scale/equipment • Formulation Containerclosure1 Process parameters • Scale/equipment • Formulation Containerclosure1 Process parameters Scale/equipment • Formulation Containerclosure1 Process parameters Scale/equipment • Fo
	1Stability studies demonstrate container closure compatibility with the drug product for all .quality attributes. .2 Post-approval stability protocol provides for testing ofall quality attributes. .
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	Primary Quality Review 
	ASSESSMENT OF THE BIOPHARMACEUTICS INFORMATION Adequate. Refer to Review #1 dated on 6/17/2016. 
	ASSESSMENT OF MICROBIOLOGY Adequate. Refer to Review #1 dated on 6/17/2016. 
	ASSESSMENT OF ENVIRONMENTAL ANALYSIS Adequate. Refer to Review #1 dated on 6/17/2016. 
	40 Page(s) ti.ave l>een Withlield in Full as 54 (CClffS) immediately following lliis page 
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	Recommendation: Complete Response 
	NDA208742 .Review #1 .June 17, 2016 .
	Figure
	Figure
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	Route of Administration 
	Rx
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	US a11:ent. if annlicable 
	NIA 
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	Quality Review Data Sheet 
	Quality Review Data Sheet 
	1. RELATE D/SUPPORTING DOCUMENTS: 
	A. DMFs: 
	DMF # 
	DMF # 
	DMF # 
	TYPE 
	HOLDER -(6Jl4'., 

	~ 
	~ 
	Type II 


	ITEM REFERENCED 
	ITEM REFERENCED 
	ITEM REFERENCED 
	STATUS 
	DATE REVIEW COMPLETED 
	COMMENTS 

	l 
	l 
	(bJl4l 
	Adequate 
	May25,2016 
	LoA: 4/11/2012. 

	TR
	Reviewed by 

	TR
	Anamitro 

	TR
	Banerjee. 


	B. Other Documents: IND, RLD, or sister applications 
	Table
	TR
	DOCUMENT 
	APPLICATION NUMBER 
	DESCRIPTION 

	IND 
	IND 
	114720 
	This product during IND development 


	2. CONSULTS: .
	DISCIPLINE 
	DISCIPLINE 
	DISCIPLINE 
	STATUS 
	RECOMMENDATION 
	DATE 
	REVIEWE R 

	Biostatistics 
	Biostatistics 
	NA 

	Pharmacology/Toxicology 
	Pharmacology/Toxicology 
	Adequate 
	3/11/2016 
	Andrew McDougal 

	CDRH 
	CDRH 
	NA 

	Clinical 
	Clinical 
	NA 

	Other 
	Other 
	NA 
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	Executive Summary 
	I. .Recommendations Satisfactory information and responses have been submitted to support the quality of the drug substance, drug product, biopharmaceutics and quality micro aspects. 
	However, the outcome ofthe most recent inspection ofdrug product manufacturing facility (Ocular Therapeutix Inc) has resulted in Office ofProcess and Facilities recommending Withhold. Therefore, NDA 208742 is recommended for Complete Response from Product Quality perspective. Additionally, there are some deficiencies in the process which are non CR issues. 
	Labeling recommendations from the Product Quality perspective will be provided to the OND PM for consideration during final labeling. 
	A. .Recommendation and Conclusion on Approvability 
	1. .
	1. .
	1. .
	Summary of Complete Response issues: As described above. 

	2. .
	2. .
	Action letter language, related to critical issues such as expiration date : The following CR statements about the unacceptable manufacturing facility (Ocular Therapeutix Inc) should be included in the CR letter: 


	1. .During a recent inspection ofthe Ocular Therapeutix, Inc., FE/#3008477155, manufacturingfacility for this application, ourfield investigators conveyed deficiencies to the representatives ofthisfacility. Satisfactory resolution ofthese deficiencies is required before this application may be approved. 
	The following non-CR comments should be included in the CR letter: 
	1. .The submission includes updates to critical material attributes 
	(tiH'I 
	~), critical process paramet (llH4 in-process control 111n4
	-' 
	andyield limits. The supporting test resultsfor the 
	metrics above were not providedfor registration, stability and proposed PQ batches. Your response to information requests has referenced two subsequent lots, Lot No. 03241602 and 04211605 
	11
	< n"nit scale, taken through all process steps) generated using the intended commercial process parameters. While you have provided batch size andyield on these lots, the information provided does not include all the relevant details (e.g. batch manufacturing records, in-process test results). Provide these details to support that your updatedproduction andprocess controls assure that in-process materials andfinished product meet the predetermined quality requirements. 
	1 

	====-=-~~~Q_U_A_L_I_T_Y_A_s_s_E_ss_ME~N_T~~~----'rgj§~J.
	~~

	*Jil#
	~~

	2. .The submission includes limited information on the intended scale-up lbf<.il units). In light ofthe process complexity, unique dedicated custom-made equipment, extent ofmanual operations, scale-upfor any process operation (e.g. 
	strategy beyond the current commercial seal 

	(6f(.il 
	~beyond the stated commercial scale should be submitted as a Prior Approval Supplement (PAS). 
	3. .Benefit/Risk Considerations: Not applicable for CR. 
	B. .Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements, and/or Risk Management Steps, if Approvable 
	II. 
	II. 
	II. 
	Summary ofQuality Assessments 

	A. 
	A. 
	Drug Substance [Dexamethasone] Quality Summary 


	The af£1icj nt cross-referenced the CMC information for the drug substance to l6ll" DMF mwas found adequate by Anamitro Banerjee on S/2S/2016. 
	DMF 
	41

	B. .Drug Product [Dexamethasone Insert] Quality Sum;.::=='-'--~
	mar
	Dexamethasone intracanalicular insert drug product i yello 6f<.ill with no visible foreign articulate matter 3mm cylindrical shaped 
	4 
	m

	. . ti . "th" .l6)(.il ti ·1 h
	msert m a oam mser w1 m 01 pouc . All excipients used in the formulation are adequately qualified. No novel excipients are used in the formulation. The drug product specification includes tests for appearance, identification, assay, impurity, dry dimension, content uniformity, expansion, equilibrium diameter, in vitro release, water content, visibility, endotoxin and sterility. The specification is acceptable. All analytical methods are described in reasonable detail and have been adequately validated. Addi
	. ~. 1 . 1 .(bf(• 1
	4 

	of drug products m .e_@A ercrn contamer c osure system a units sea es (commercial scale its). All batches complied with the proposed specification. Eighteen months ofstability data for one registration batch and twelve months of stability data for the other two registration batches at long term condition (S°C) are provided at 74% of commercial scale. No accelerated stability data is submitted in the NDA. There is no trend observed on all the test parameters when the drug products were stored at long term st
	1. .
	1. .
	1. .
	Strength: 0.4 mg 

	2. .
	2. .
	Description/Commercial Imag 16H" yello ~, with no visible foreign particulate matter 3mm cylindrical shaped insert. 

	3. .
	3. .
	Summary ofProduct Design: Dexamethasone intracanalicular insert 


	s .
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	4. 
	4. 
	4. 
	List of Excipients: See review notes, below. 

	5. 
	5. 
	Process Selection (Unit Operations Summary) 

	TR
	a. 
	Sterilization processes of the dru 
	product. as app__l....ic...a...b....le..__ 
	_,(b)l.il 


	b. 
	(6)1.il
	16
	6. .Container Closure: In a foam inser >1" within a ____<_ _.foil pouch. 
	----
	----­

	11J1" 
	7. .
	7. .
	7. .
	Expiration Date & Storage Condition ~ months with the storage statement ofstored 2°C -8°C and a cautionary statement, "protect from light". 

	8. .
	8. .
	List of co-packaged components: None 


	C. .Summary of Drug Product Intended Use 
	Proorietarv Name ofthe Dru!!: Product 
	Proorietarv Name ofthe Dru!!: Product 
	Proorietarv Name ofthe Dru!!: Product 
	DEXTENZA 

	Non Proorietarv Name of the Dru!!: Product 
	Non Proorietarv Name of the Dru!!: Product 
	Dexamethasone intracanalicular insert 

	Non Proorietarv Name of the Dru!!: Substance 
	Non Proorietarv Name of the Dru!!: Substance 
	Dexamethasone 

	Proposed lndication(s) including Intended Patient Pooulation 
	Proposed lndication(s) including Intended Patient Pooulation 
	Treatment ofocular pain associated with oohthalmic surnerv 

	Duration of Treatment 
	Duration of Treatment 
	NA 

	Maximum Dailv Dose 
	Maximum Dailv Dose 
	0.4 mil 

	Alternative Methods ofAdministration 
	Alternative Methods ofAdministration 
	NA 


	D. .Biopharmaceutics Considerations 
	bll.il examethasone) Insert is indicated for the treatment of ocular pain associated with ophthalmic surgery. Dextenza is a dexamethasone intracanalicular insert drug product [0.4 mg strength] that is inserted into the canaliculus following ophthalmic surgery. The Biopharmaceutics review evaluated the acceptability 
	Dextenza™ 

	====-=-~~~Q_U_A_L_I_T_Y_A_s_s_E_ss_ME~N_T~~~----'rgj§~J.*Jil#
	~~
	~~

	of the in vitro release method, the in vitro release acceptance criteria 
	------
	-­

	~ 
	In Vitro Release Method: ACCEPTABLE .The following in vitro release method is acceptable: .
	Aooaratus 
	Aooaratus 
	Aooaratus 
	Medium 
	Medium Volume 
	Temoerature 
	Shakin!!lstirrine: 

	125-mL polypropylene bottle 
	125-mL polypropylene bottle 
	1 X Phosphate Buffered Saline (PBS), pH 4.0 rde=s1 
	lOOmL 
	37.0 ± 0.3°C 
	None (sample bottles to remain undisturbed in the water bathl 


	• For each sample preparation, place one (1) Dexamethasone Punctum Plug into a 125-mL polyproovlene bottle. 
	In Vitro Release Acceptance Criteria: ACCEPTABLE .The following in vitro release Acceptance Criteria are acceptable: .
	%~rJ4~~se 'o Yo Yo % (b Time (Days) 0.21 I 2 3 4 NLTI 14)% 
	(b)l.il 
	From the Biopharmaceutics perspective, NDA 208742 for Dexamethason .))~l nsert is recommended for APPROVAL..
	__, 
	___

	E. Novel Approaches: None 
	F. Any Special Product Quality Labeling Recommendations: None 
	G. Life C cle Knowled e Information 
	From Initial Risk Identification Review Assessment Attribute/ CQA Sterility Factors that can impact the CQA • Formulation • Container closure1 •Process parameters • Scale/equipment Site Initial Risk Ranking Risk Mitigation Approach reservative ---­ltil 1"1sterilization------ted. Sterility ssurance is included in the elease drug product pecification. Final Risk Eval. Lifecycle Considerations Comments Post-approval stability protocoi2 will test sterility. 
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	Endotoxin Pyrogen Assay (API), stability Assay (preservative) Uniformity of Dose Osmolality pH articulate atter n vitro drug elease • Formulation • Container closure1 •Process arameters • Formulation • Container closure1 • Raw materials • Formulation Containerclosure1 Process parameter • Scale/equipment • Formulation Containerclosure1 Process parameter • Scale/equipment • Formulation Containerclosure1 Process parameter Scale/equipment • Formulation Containerclosure1 Process parameter Scale/equipment • Formu
	1Stability studies demonstrate container closure compatibility with the drug product for all .quality attributes. .2 Post-approval stability protocol provides for testing ofall quality attributes. .
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	OVERALL ASSESSMENT AND SIGNATURES: EXECUTIVE .SUMMARY .
	Aoolication Technical Lead Signature: 
	NDA 208742 is recommended for Complete Response based on the withhold recommendation on dru2 product manufacturin2 facility by OPF. 
	Digitally signed byChunchun Zhang -S DN:c=US.o=US.Government,ou=HHS,ou=FDA,
	Un( Un ang -ou=People, cn=Chunchun Zhang-S, 
	Ch
	h
	Zh
	S 

	0.9.2342.19200300.100.1.1=2001178137 Date:12:44:05 -04'00' 
	2016.06.17 

	Chunchun Zhan2, Ph.D.; Actin2 CMC Lead; Branch 3; Division ofNew Dru2 Products I 
	102 Page(s) lias l>een Withlield in Full as 54 (CClffS) immediately following lliis page 
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	ASSESSMENT OF THE BIOPHARMACEUTICS INFORMATION 
	This is a 505 (b)(2) NDA submission for a dexamethasQ11e intracanalicular insert drug
	(b)(4 .2 
	product [0.4 mg strength]. Dextenza™ examethasone) Insert containing 0.4 mg dexamethasone, is indicated for the treatment ofocular pain associated with ophthalmic surgery. Dextenza is inserted into the canaliculus following ophthalmic surgery. Review: The Biopharmaceutics review focuses on the evaluation and acceptability of 
	I. .the in vitro drug release method and acceptance criteria, and .(6Jl.il .
	11. 
	23. Are the in-vitro dissolution test and acceptance criteria adequate for assuring quality control and consistent bioavailability ofthe drug product? 
	23.1 What are the highlights ofthe chemistry and what are the physico­.chemical properties ofthe drug substance and formulation ofthe drug product? .
	Dexamethasone is an anti-inflammatory 9-fluoro-glucocorticoid. 
	dexamethasone, USP, is a white to Qractically white, odorless crystalline powder . . 11 . l bl . <bllpractlca y mso u e m wate 
	Figure
	4

	(b)(4 
	The proposed product is a single administration sterile dosage form which consists of ~dexamethasone and 4-arm polyethylene glycol (PEG) 
	--~~~~~~~~-
	-

	glutarate-trilysine hydrogel conjugated with fluorescein. The composition ofDextenza is listed in Table 23.1 below. 
	Table 23.1: Composition ofDextenza [dexamethasone, 0.4 mg intracanalicular .depotl .
	Ingredient I Nominal Amount Function Active Pharmaceutical Inirredient (API) Dexamethasone, Micronized, USP ~¥% API I (b~I (b~-4-arm 20K PEG SG \Ul\4 % -Trilvsine Acetate -NHS-Fluorescein % -Sodium Phosphate Dibasic, USP -Sodium Phosphate Monobasic,I (ti)(4lUSP -
	In the submission the Applicant referred to this as sustained release dexamethasone 2 
	1 

	Itis also referred as the Dexamethasone Punctum Plugs (OTX-DP) in the submission. 
	112 
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	Hydrogel Matrix: The hydrogel matrix com onents of Dextenza are readily soluble in aaueous solutions :~:: 
	Figure
	the fluorescent PEG 
	(bl{l (b)(4 
	Figure 23.1: Anatomical representation of Dextenza placement 
	Tear fluid Punctum (in motion) 
	DEXTENZA Ampulla tear fluid 
	(not in motion) 
	====-=-~~~Q_U_A_L_I_T_Y_A_s_s_E_ss_ME~N_T~~~----'rgj§~J.
	~~

	*Jil#
	~~

	Chapter 1151 .
	3 
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	• .Dextenza™ i (bl1' resorbable drug product with a hydrogel 
	<n" and dexamethasone. The Applicant claims that the hydrogel :=====~:-'i·s designed to remain in the vertical canaliculus for 30 days
	11

	>n'~.Cbl1' 
	4

	>! Over this time and through hydrolysis, Dextenza softens, liquefies and is cleared through the nasolacrimal duct. Dextenza is indicated for the treatment of ocular pain associated with ophthalmic surgery. 
	• .The Listed Drug [LD] products which are the basis of this NDA submission are Maxidex [NDA 013422; Dexamethasone Ophthalmic Suspension/Drops 0.1 %]; and Decadron [NDA 011984; Solution/Drops; Ophthalmic, Otic; Eq 0.1 % Phosphate]. Decadron is listed in the discontinued section of the electronic Orange Book. In the Dosage and Administration section of the Maxidex label it is stated "One or two drops topically in the conjunctiva[ sac(s). In severe disease, drops may be used hourly, being tapered to discontin
	4

	(b)(41----­
	• .
	• .
	• .
	Study OTX-14-009 was conducted to evaluate the plasma pharmacokinetics of Dextenza as n"( dexamethason bH'I when placed in the canaliculus of the eyelid of healthy subjects. Plasma concentrations were below the lower limit of quantitation (LLOQ = 0.05 ng/mL) at all time-points in five of the 16 subjects. Additionally, plasma concentrations were below the LLOQ at the Day 15, 22 and 29 visits in the remaining subjects. Plasma dexamethasone concentrations from 11 % of samples (21 of 190) were above the LLOQ, r
	16
	1


	• .
	• .
	The Applicant also claimed that the systemic exposure to dexamethasone from Dextenza is similar to that reported with intravitreal administration of dexamethasone 0.7 mg [Ozurdex US product information] and following topical ocular administration of dexamethasone 0.1 % suspension [Tobradex ST product information and Weijtens et al., 2002), and several fold lower than that following a single oral administration of 7.5 mg dexamethasone. 

	• .
	• .
	One phase 2 (OTX-12-002) and two phase 3 (OTX-13-002 and OTX-14-003) studies were conducted to evaluate the efficacy and safety of Dextenza for the 
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	treatment of ocular pain and inflammation following cataract surgery. The primary efficacy endpoints for the three trials were the proportion ofsubjects with absence of anterior chamber cells in the study eye (at the Day 8 Visit in OTX-12-002; at the Day 14 Visit in OTX-13-002 and OTX-14-003) and the proportion of subjects with absence of ocular pain in the study eye (at the Day 8 Visit in all three trials). Dextenza was demonstrated to be superior to PVPP [Placebo Vehicle Punctum Plug] for the treatment of
	• .
	• .
	• .
	The release of dexamethasone from Dextenza was studied in a Beagle dog model with a dexamethasone punctum plug containing 372 µg dexamethasone (TP0183/TR0183). Results of this study in dogs demonstrated a tapered delivery ofdexamethasone into the tear fluid over the course of 28 days. 

	• .
	• .
	In vitro release profiles for Dextenza [Figure 23.16] indicate a slow and bll.illrelease. 


	R~vi~n:~r'~ Initial AH~Hm~ntI 
	R~vi~n:~r'~ Initial AH~Hm~ntI 
	R~vi~n:~r'~ Initial AH~Hm~ntI 
	ltill".: Satisfactory 

	I 
	I 
	(I>~ 

	TR
	a 
	(b)(4) 


	b.) The dosing frequency for Dextenza™ L <1>>1.il dexamethasone) 0.4 mg Intracanalicular Insert is markedly different from the IR product [Maxidex] [the proposed dosing for Dextenza is once in 30 days vs. four to six times daily for Maxidexl. 
	c.) There is no indication of dose dumping from Dextenza. d.) In a Beagle dog study, the release of dexamethasone from Dextenza into the tear fluid was noticed over the course of 28 days. 
	(b)(4) 
	e.) The in vitro release of dexamethasone, which is water soluble
	(b)(4) 
	!blT4l 
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	23.4 What is the proposed in vitro release method? 
	The proposed in vitro release methodis presented below in Table 23.2: .Table 23.2: Proposed in vitro release method .
	5 

	Aooaratus 
	Aooaratus 
	Medium 

	Medium Volume 
	Temoerature 
	Shakine:/stirrin!!: .125-mL .
	Phosphate 
	Phosphate 
	Phosphate 
	lOOmL 

	37.0 ± 0.3°C 

	None (sample .polypropylene .
	Buffered Saline 
	bottles to remain .bottle .
	(PBS), pH 4.0 
	undisturbed in the degasl '(ti• 
	r

	waterl Punctum Plug Sample Preparations -(n [(4\•). (ti)\41
	• I 
	• .
	• .
	• .
	irl the bottle to .ensure all plugs are wet .
	add 100 mL ofbuffer solution to each bottle and cap tightly. Gently invert and sw


	• .
	• .
	place sample bottles into water baths at 37.0 ± 0.3°C. Place each replicate in separate bath. 

	• .
	• .
	Allow the sample bottles to remain undisturbed in the water bath until sampled. 

	• .
	• .
	For each time point, gently invert and swirl samples to ensure a homogenous mixture and return to .water bath. Remove 1.0 mL ofthe supernatant (sampling 1/3 way down the bottle) and transfer to a .HPLC vial. .

	• .
	• .
	Replace 1.0 mL ofheated buffer into the polypropylene sample bottle. Cap tightly. Gently swirl the .bottle to re-suspend the plugs. The samples are only to be removed from the bath when mixing. .


	11 .Pages tiave t:>een Witnnela in Full as~(CClfTS) immeaiately following tnis page 
	TM60021 
	5 
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	23.6 What information is available to support the robustness (e.g. linearity, .accuracy, etc.) of the in vitro release methodology? .
	The Applicant demonstrated the specificity, linearity, range, accuracy, precision method repeatability, precision sample repeatability, intermediate precision, limit of detection (LOD), limit of quantitation (LOQ), sample solution stability, standard solution stability, robustness and system suitability of the analysis for dexamethasone in vitro release. 
	Table 23.3 Validation Results for M60021-In Vitro Release method 
	Validation Parameter 
	Validation Parameter 
	Validation Parameter 
	Requirements 

	Specificity 
	Specificity 
	Resoh1tion > 1 

	Linearity 
	Linearity 
	R2 2'. 0.998 

	Accuracy 
	Accuracy 
	Recove1y 100 ± 25% 

	Precision 
	Precision 
	RSD :::; 30.0% 

	Repeatability 
	Repeatability 
	RSD :::; 30.0% 

	Intennediate Precision 
	Intennediate Precision 
	RSD :::; 30% 

	LOD 
	LOD 
	SN > 3.0 RSD ofArea :::; 20% 

	LOQ 
	LOQ 
	SN > 10.0 RSD of Area :::; 10% 

	StandaJd Stability 
	StandaJd Stability 
	Recove1y 100 ± 5% 

	Sample Stability 
	Sample Stability 
	Recove1y 100 =5% 

	Robustness* 
	Robustness* 
	Variable 


	Reviewer's Note: Upon completion of the Pre-NDA approval inspectio ~ acility, the FDA issued Form 48 --......:---====:<;:;bll:;;41;--' 
	Figure
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	Reviewer's Assessment: Satisfactory 
	Though this Reviewer believes that th <b><> process is not the most appropriate metho !b><>the Applicant explained that the method is well established through SOPs. The Applicant's response is reasonable and acceptable. 
	4
	4

	23.7 What data are available to support the discriminating power ofthe in vitro release method? 
	~Pages tiave t:>een Wittitiela in Full as t:>~ (CClfTS) immeaiately following ttiis page 
	Analytical Data Processing, Review and Filing. Reprocessing 
	8 
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	Applicant's Response [dated: 05/26/2016]: In response to the above request, the Applicant conducted additional experiments using Dextenza drug product with a 20% variance in the 394 µg drug load i.e. 80%, 100%, and 120% drug load. The drug release results are provided in Figure 23.16. The Applicant stated that the data show that the in vitro release method is capable ofproviding an indication ofgross drug over or under loading. 
	Figure 23.16: In vitro release from dexamethasone punctum plugs at various dose levels of dexamethasone [80%, 100%, and 120% drug load] 
	$
	i 
	a:
	* 
	-80%(312µg) 50 40 +----+1'+-~~~~~~~~~~~~~---l -120% (4e9 µg) 
	0+-~~~~~~~~~~~~~~~~~~~~~-
	0+-~~~~~~~~~~~~~~~~~~~~~-
	0 10 
	Time(days) 


	Reviewer's Assessment ofApplicant's Responses [dated: 03/21/2016, 4/21/2016 and 
	5/26/2016]: Satisfactory 
	The Applicant demonstrated that the proposed drug release method has a reasonable discriminating ability with regard to formulations varying in the drug loading [80%, 100%, and 120% drug loadl The Applicant's response is reasonable and acceptable. 
	Reviewer's Overall Assessment of in vitro drug release method: Satisfactory Though, the in vitro drug release method is not discriminating with regard to the CMAs and the CPPs and the particle size ofthe drug substance, the method can detect changes that may occur if the product is stored at higher temperatures than the recommended storage temperature. In addition, the method can pick up the variation in the drug loading. Considering the fact that this is a very special dosage form where the movement ofthe 
	DEXTENZA (# oflots) 
	DEXTENZA (# oflots) 
	DEXTENZA (# oflots) 
	Time (<lays) 
	Specification Range 
	Minimum 
	Maxhnuml 


	====-=-~~~Q_U_A_L_I_T_Y_A_s_s_E_ss_ME~N_T~~~----'rgj§~J.
	~~

	*Jil#
	~~

	Annaratus Medium Medium Volume Temperature Shakinl!/stirrine: 125-mL Phosphate lOOmL 37.0 ± 0.3°C None (sample polypropylene Buffered Saline bottles to remain bottle (PBS), pH 4.0 undisturbed in the rde!!asl water bathl • for each sample preparation, place one (1) Dexamethasone Punctum Plug into a 125-mL oolyproovlene bottle. 
	23.8 What are the proposed in vitro release acceptance criteria? Are the proposed in vitro release acceptance criteria adequate for assuring the consistent in vitro dissolution of the drug product? 
	The Applicant originally proposed the following acceptance criteria: 
	Table 23.7: Originally proposed acceptance criteria for Dextenza 
	-
	·1bf(4J 
	The acceptance criteria for in vitro release were based on in vitro drug release data from stability and clinical lots of Dextenza. Testing was conducted according to the method (l>Jl.ilf examethasone punctum plugs into a 125-mL polypropylene bottle. 
	[TM 60021] usin 

	(ljJl.il Dexamethasone punctum plugs into a 125-mL polypropylene bottle [100 mL of release medium], was found unacceptable [section 23.4 . In a response [dated: 04121/2016], the Applicant conducted drug release 
	The original method [TM 60021], usin 

	14 
	16
	testing o (l>J dosage units ~~different punctum plugs in ll"l ifferent bottles]. The drug release profiles are presented below in Figure 23.17. 
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	Table 23.8: Recommended in vitro release method for dexamethasone punctum plugs [Dextenza] 
	Table 23.8: Recommended in vitro release method for dexamethasone punctum plugs [Dextenza] 
	Table 23.8: Recommended in vitro release method for dexamethasone punctum plugs [Dextenza] 
	11 


	Aooaratus Medium Medium Volume Temoerature Shakin11:/stirrin!!: 125-mL 1 X Phosphate lOOmL 37.0 ± 0.3°C None (sample polypropylene Buffered Saline bottles to remain bottle (PBS), pH 4.0 undisturbed in the • • • • • • rdegasl water bathl for each sample preparation, place one (1) Dexamethasone Punctum Plug into a 125-mL polypropylene bottle. add 100 mL ofbuffer solution to each bottle and cap tightly. Gently invert and swirl the bottle to ensure all plugs are wet place sample bottles into water baths at 37.0
	Aooaratus Medium Medium Volume Temoerature Shakin11:/stirrin!!: 125-mL 1 X Phosphate lOOmL 37.0 ± 0.3°C None (sample polypropylene Buffered Saline bottles to remain bottle (PBS), pH 4.0 undisturbed in the • • • • • • rdegasl water bathl for each sample preparation, place one (1) Dexamethasone Punctum Plug into a 125-mL polypropylene bottle. add 100 mL ofbuffer solution to each bottle and cap tightly. Gently invert and swirl the bottle to ensure all plugs are wet place sample bottles into water baths at 37.0


	2. .Your proposed drug release acceptance criteria are not supported by the data submitted and therefore not acceptable. We recommend that you implement the following drug release acceptance criteria: 
	Table 23.9: Recommended in vitro release Acceptance Criteria for dexamethasone punctum plugs [Dextenza] 
	Time (Days) 
	%Jl<b))'Yose 
	0.21 .1 .
	i% 2 
	i% 3 
	:% 
	{lj~
	I 

	4 
	NL (4 % 
	Please provide a revised drug product specification table and update your stability 
	protocol accordingly. 
	Applicant's Response [dated: 6/09/2016]: The Applicant accepted the above stated in vitro release method and acceptance criteria. The Applicant also stated that this modified method will further be validated and this validation is likely to be completed on or about July 22, 2016. The Applicant also stated that validation is a pre-requisite to implementation of the new method for product release and stability assessment and the validation will be completed prior to release ofany commercial Dextenza drug prod
	Note: Table # 23.8 and 23.9 are for reviewer purpose only 
	11 
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	The Applicant also provide revised drug product specification table and stated that they have updated the stability protocol [TP0241] accordingly. 
	Reviewer's Assessment of the In Yitro Release Method and the Acceptance Criteria: Acceptable 
	The Applicant accepted the recommended the Vitro Release Method [Table 23.8] and the Acceptance Criteria [Table 23.9] for dexamethasone punctum plugs [Dextenza] for release and stability testing. 
	23.9 Are all the strengths evaluated in the pivotal clinical trials? What data are available to support the approval oflower strengths? 
	NIA 
	23.10 Is there a request for a waiver of the submission ofin vivo BE data .(Biowaiver)? What is the purpose of the biowaiver request? .
	NIA 
	24. Are the changes in the formulation, manufacturing process, manufacturing sites during the development appropriately bridged to the commercial product? 
	A comparison of the formulations used in the Phase 2 clinical study [OTX-12-002], Phase 3 clinical studies [OTX-13-002, OTX-14-003, and OTX-14-009], and commercial production is provided below in Table 24.1. 
	Phase 2 IPhase 3 ICommercial Fonnulntion IDm Dexamethasone 4-ann 20K PEG Sodium Dibasic Phosphate Sodium Monobasic Phosphate Trilysine Acetate NHS-Fluorescein 
	Table 24.1: Comparison ofClinical and Commercial Formulations 
	Table 24.1: Comparison ofClinical and Commercial Formulations 
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	There are two differences between the formulations provided in Table 24.1 : 
	12 

	a) 
	b) 
	Figure 24.1: In vitro release proftles comparison of Phase 2, Phase 3 and .Commercial formulations ofdexamethasone punctum plugs [Dextenza]. .
	100 .90 .80 .70 .
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	0 
	30 
	-05021404 Clinical-Phase 3 
	20 
	-10301304 10141303 Stability-Phase 3 
	ii 
	-08041407 07031401 Stabillty:Commercial
	10 
	0 0 1 2 3 4 5 
	Time Da 
	-12261303 Clinical ·Phase 3 
	Reviewer's Assessment: Acceptable. 
	The Applicant provided comparative dissolution data supporting the bridging of the Phase 2, Phase 3 and commercial formulations. 
	Both pivotal clinical studies [OTX-13-002 and OTX-14-003] used the Phase 3 formulation. The Phase 3 and the commercial formulations are identical qualitatively but sli htl different uantitativel ; these uantitative differences are minor and were made 
	The details ofthese comparisons are provided in in Section 3.2.P.2.3, Table 8 ofthe NOA. 
	12 

	====-=-~~~Q_U_A_L_I_T_Y_A_s_s_E_ss_ME~N_T~~~----'rgj§~J.
	~~

	*Jil#
	~~

	<1>H"jfhe in vitro release profile comparisons are summarized in Figure 24.1. As presented above in Figure 24.1 , the in vitro release performances of these batches used in the Phase 3 studies and the commercial batches are similar. Therefore, the bridging between the Phase 3 formulation and the commercial formulation is supported bv the provided comparative in vitro release data. 
	OVERALL ASSESSMENT AND SIGNATURES: .BIOPHARMACEUTICS .
	Reyiewer's Assessment and Signature: In Vitro Release Method: ACCEPTABLE The following in vitro release method is acceptable: 
	Reyiewer's Assessment and Signature: In Vitro Release Method: ACCEPTABLE The following in vitro release method is acceptable: 
	Reyiewer's Assessment and Signature: In Vitro Release Method: ACCEPTABLE The following in vitro release method is acceptable: 

	Annaratus Medium Medium Volume Temoerature Shaldn2/stirrin2 125-mL Phosphate 100mL 37.0±0.3°C None (sample polypropylene Buffered Saline bottles to remain bottle (PBS), pH 4.0 undisturbed in the rde10tasl waterbathl • for each sample preparation, place one (1) Dexamethasone Punctum Plug into a 125-mL polypropylene bottle. In Vitro Release Acceptance Criteria: ACCEPTABLE The following in "trVI ore ease tan c "t • tablAccep· ce n ena are acceo· e Time (Davs) % Release 0.21 (b)(4% 1 % 2 % 3 % 4 NLT~%14 (b)(4) 
	Annaratus Medium Medium Volume Temoerature Shaldn2/stirrin2 125-mL Phosphate 100mL 37.0±0.3°C None (sample polypropylene Buffered Saline bottles to remain bottle (PBS), pH 4.0 undisturbed in the rde10tasl waterbathl • for each sample preparation, place one (1) Dexamethasone Punctum Plug into a 125-mL polypropylene bottle. In Vitro Release Acceptance Criteria: ACCEPTABLE The following in "trVI ore ease tan c "t • tablAccep· ce n ena are acceo· e Time (Davs) % Release 0.21 (b)(4% 1 % 2 % 3 % 4 NLT~%14 (b)(4) 
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	Secondary Review Concurrence and Signature: 
	I concur with Dr. Anand's assessment and recommendation. 
	06/16/2016 
	Elsbeth Chikhale, Ph.D. Actin2 Biopharmaceutics Lead Division of Biopharmaceutics/ONDP Office of Pharmaceutical Quality 
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	ASSESSMENT OF MICROBIOLOGY .
	25. Are the tests and proposed acceptance criteria for microbial burden adequate for assuring the microbial quality of the drug product? 
	Product Quality Microbiology Assessment 
	1. .REVIEW OF COMMON TECHNICAL DOCUMENT­QUALITY (CTD-Q) MODULE 3.2: BODY OF DATA 
	S .DRUG SUBSTANCE 
	The drug substance manufacturing process is not the subject of this <n" sterilized (bl1' 
	product quality microbiology review as the drug product is 
	11

	P .DRUG PRODUCT 
	P.1 .Description of the Composition of the Drug Product 
	• .
	• .
	• .
	Description of drug product The subject drug product is a sustained release single administration sterile dosage form. It serves as lllH" dexamethasone. The drug product is a resorbable punctum plug consisting ofa synthetic, dried, fluorescent PEG-based hydrogel designed to be inserted in the vertical canaliculus. Upon insertion (with forceps), the drug product swells on contact with moisture from the tear fluid until it is firmly secured in the canaliculus. It is designed to remain there for at least 30 da

	• .
	• .
	Drug product composition The composition of the drug product is provided in Table 1 ofSection 


	3.2.P.1 of the submission, which has been reproduced below. 
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	Table 1: Composition of D:EXTENZ!\ Dmg Product 
	Figure
	Ingrt dient 
	Ingrt dient 
	Nominnl Ftmction YI anu.factnrn 

	Sptcificntion Amotmt 
	Figure

	I 
	I 

	Active Phannaceuti:al I:ngrediem (API) Dexametliasone. 
	(bH•1 
	PS 10-2004-002
	PS 10-2004-002
	I Pfizer

	API
	Micronized, USP 
	Micronized, USP 
	Micronized, USP 
	DMF # 4524 

	IC 10-2004-002 

	(ti)('I)­
	(b)(4 
	PS 10-2001-001 IC 10-2001-001
	PS 10-2001-001 IC 10-2001-001
	4-ann 20K PEG SG 

	PS 10-1001-003 IC 10-1001-003 
	Trilysine Acetate 
	Trilysine Acetate 
	PS 10-2004-005

	NHS-Fh10rescei11 
	IC 10-2004-005 PS 10-1001-005
	IC 10-2004-005 PS 10-1001-005
	IC 10-2004-005 PS 10-1001-005
	Soditnn Phospliate 

	IC 10-1001-005

	Dibasic. USP 
	PS 10-1001-004 Monobasic. 
	Soditun Phosphate 
	IC 10-1001-004 (l>H"I USP 
	(ljf("F ili ·
	(llf<~Yill be supplied from eithe1! ac ties 
	4

	• Description of container closure system 
	(tif('l\vithin
	A singl (b)< is loaded in a foam insert, which is 
	(bl(4
	(blT4Jfo.ilnoucJ 
	(b)(4•---------­
	___. 
	________________

	The foil pouch acts as a sure system are provided in Table 1 of Section 3.2.P.7, which has been reproduced below. 
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	Table 1: DEA.lENZA Container Closure System 
	Compont> nt 2.5" x 4.0'' Peelable Foil Pouch 
	Compont> nt 2.5" x 4.0'' Peelable Foil Pouch 
	Compont> nt 2.5" x 4.0'' Peelable Foil Pouch 
	Desn1ptton 
	Mannfacttu·er 21 CFR Compliance (b)(4) 
	111nJ (b)(4 


	P.2 Pharmaceutical Develo ment 
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	Acceptable 
	Reviewer's Comment The applicant's verification ofcontainer closure integrity is consistent with regulatory expectations for a sterile pharmaceutical product. 
	7 Pages liave oeen Wittlliela in Full as D4 (CCI/TS} immeaiately following tliis page 
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	P.8.3 .Stability Data (See Section 3.2.P.3.8.3) 18 months (Lot #10141303) and 12 months (Lots #07031401 and 0717404) ofstability data are provided in support of the application. The three stability lots were manufactured at the proposed commercial batch production size o ~units. Stability studies were performed at 5°C, the proposed label storage conditio11. The studies were designed to provide data to support the minimum LJnonth expiration period and to mimic conditions ofshipping, handling and administrati
	The subject drug product was determined to be incompatible with the ICH Ql A (R2) guidelines for accelerated storage evaluation of a refrigerafed
	ti)T4
	product as the drug_ roduc 
	4
	resulting in observed 
	----------------<b><

	differences in dissolution. The applicant states that when the drug product was examined under in vivo conditions, there was no difference between accelerated aging and non-aged drug product. Itwas therefore inferred 
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	that the dissolution effect observed was an artifact of the storage condition. Therefore, studies under accelerated conditions were found unsuitable for the proposed drug product. 
	Reviewer's comment Results ofendotoxins testing for the three stability lots at time initial were provided in Tables 2-4 (pages 4-19) ofSection 3.2.P.8.3. for the three stability lots, which were previously reviewed in Section P.5.2 Analytical Procedures-Endotoxin, and met the specification of< (bll' EU/Product. 
	Results ofCCIT testing for both bubble test and seal strength were provided in Tables 2-4 (pages 4-19) ofSection 3.2.P.8.3. All three lots met acceptance criteria for peel strength testing out to 18 months (Lot #10141303) and 12 months (Lots #08041407 and 08041408). For the bubble test, one sample did not meet the acceptance criteria for Lot #10141303. See Section 3.2.P.2.5 for details and a justification. 
	Acceptable Reviewer's Comment 
	The applicant has met regulatory expectations with regard to the design of the stability testing program to support the drug product's microbiological quality throughout its shelf life. In addition, the stability data submitted to date support the microbiological quality of the subject drug product. 
	R .REGIONALINFORMATION 
	Rl .Executed Batch Record 
	(See 3.2.R.1 Regional Information Executed Batch Records) 
	All executed batch records from 2012, 2013, 2014 and 2015 are provided in the submission. 
	Acceptable Reviewer's comment 
	The batch records confirm that validated sterilization processes were used for the manufacture of the exhibit batch. 
	2. .REVIEW OF COMMON TECHNICAL DOCUMENT­QUALITY (CTD-Q) MODULE! 
	A. .PACKAGE INSERT 
	Storage temperature: 2 -8°C 
	.....
	___

	Route ofadministration: For Intracanalicula .Dosage forms: Fluorescent yellow 3 mm cylindrical shaped 0.4 mg__lll_><_" .inserted into the canaliculus following ophthalmic surgery. .
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	• .
	• .
	• .
	The drug product releases a sustained and tapered dose for up to 30 days following insertion. 

	• .
	• .
	The drug product is sterile, single-use only. Discard opened and unused product. 


	Acceptable Reviewer's Comment The applicant has met regulatory expectations with regard to the information related to issues of product quality microbiology that is provided in the product labeling. 
	3. .LIST OF MICROBIOLOGY DEFICIENCIES AND COMMENTS: There are no microbiology deficiencies identified. 
	Reviewer's Assessment: Adequate (bJ "sterilization 
	Data to support the process validation fo 
	0

	(b)(4)
	of the subject drug product were provide 
	<b><> The application also included 
	4

	~~~~~~~~~~~~~~~~--
	-

	container-closure integrity studies in support of microbiology product quality
	·1· 
	(b)(4)
	ster1 tty assurance 
	(b)(4) (b)(4 ) • 
	provides adequate 
	sterility assurance for this sterile drug product. 
	2.3.P.7 Container/Closure System 
	26. Is the proposed container/closure system for the drug product validated to function as a barrier to microbial ingress? What is the container/closure design space and change control program in terms of validation? 
	Applicant's Response: 
	Reviewer's Assessment: Adequate .The applicant has provided sufficient results demonstrating the integrity of the container­.closure as a microbial barrier. .
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	A APPENDICES 
	A.2 Adventitious Agents Safety Evaluation 
	27. Are any materials used for the manufacture of the drug substance or drug product ofbiological origin or derived from biological sources? If the drug product contains material sourced from animals, what documentation is provided to assure a low risk of virus or prion contamination (causative agent of TSE)? 
	Applicant's Response: NIA 
	28. If any of the materials used for the manufacture of the drug substance or drug product are ofbiological origin or derived from biological sources, what drug substance/drug product processing steps assure microbiological (viral) safety of the component(s) and how are the viral inactivation/clearance capacity of these processes validated? 
	Applicant's Response: NIA 
	OVERALL ASSESSMENT AND SIGNATURES: MICROBIOLOGY 
	Reyiewer's Assessment and Signature: 
	The Division ofMicrobiology Assessment has reviewed NDA 208742 for Dextenza™ <b><•> th a1· l <b><•> d £"; d h . b. l
	Dexarne asone Intracan icu a I, an ioun t e micro io ogy information adequate. From a microbiology perspective, NDA 208742 is recommended for APPROVAL. 
	Daniel J. Schu, Ph.D. Microbiology Reviewer OP /OPF/Division of Microbiolo Assessment/Branch 3 
	Secondary Review Comments and Concurrence: .I concur with the microbiology assessment. NDA 208742 is recommended for .APPROVAL. .
	Jessica G. Cole, Ph.D. 
	MicrobiolOJO' Quality Assessment Lead (ActinJd 
	OP /OPF/Division of Microbiolo Assessment/Branch 3 
	====-=-~~~Q_U_A_L_I_T_Y_A_s_s_E_ss_ME~N_T~~~----'rgj§~J.
	~~
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	ASSESSMENT OF ENVIRONMENTAL ANALYSIS .
	29. 
	29. 
	29. 
	Is the applicant's claim for categorical exclusion acceptable? 

	30. 
	30. 
	Is the applicant's Environmental Assessment adequate for approval of the application? 


	Applicant's Response: The applicant requested a categorical exclusion from the requirement to prepare an environmental assessment (EA) under 21 CFR 25.3l(b) on the grounds that the concentration at the point of entry into the aquatic environment is expected to be less than 1 ppb. 
	Reviewer's Assessment: Adequate. 
	OVERALL ASSESSMENT AND SIGNATURES: ENVIRONMENTAL .
	Reviewer's Assessment and Signature: .
	Adequate. .Chunchun Zhan2, Ph.D.; Actin2 CMC Lead; Branch 3; Division of New Dru2 .Product I. .May 20, 2016. .
	Secondary Review Comments and Concurrence: .
	I concur May 20, 2016. .Balajee Shanmu2am, Ph. D.; Actin2 Branch Chief; Branch 3; Division ofNew Dru2 .Product I. .
	====-=-~~~Q_U_A_L_I_T_Y_A_s_s_E_ss_ME~N_T~~~----'rgj§~J.
	~~
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	I. .Review of Common Technical Document-Quality (Ctd-Q) Module 1 Labeling & Package Insert 
	1. Package Insert .(fil "Hi hli2hts" Section (21CFR 201.57(fil).
	(b~ .(bf~ .
	DEXTENZA™ dexamethasone msert) 0.4m Initial U.S. Approval: 1958 
	DOS~GFJ!ORM~~HtJNDSTRENGTHS ._________ ins containing dexamethasone 0.4 mg. .
	Item 
	Item 
	Item 
	Information 
	Reviewer' s Assessment 

	Provided in NDA 
	Provided in NDA 

	Product title. Drue: name (201.57(a)(2)) 
	Product title. Drue: name (201.57(a)(2)) 
	-----------------------------------------------------------­

	Proprietary name and 
	Proprietary name and 
	Adequate 

	established name 
	established name 
	-----------------------------------------------------------­

	Dosage form, route 
	Dosage form, route 
	Adequate 

	ofadministration 
	ofadministration 
	-----------------------------------------------------------­

	Controlled drug 
	Controlled drug 
	Not applicable 

	substance symbol (if 
	substance symbol (if 

	annlicable) 
	annlicable) 

	Dosae:e Forms and Stremrths (201.57(a)(8)) 
	Dosae:e Forms and Stremrths (201.57(a)(8)) 

	A concise summary 
	A concise summary 
	Adequate 

	ofdosage forms and 
	ofdosage forms and 

	strenirths 
	strenirths 


	Conclusion: Adequate. Labeling comments are marked up and highlighted in yellow in this review and will be finalized during team labeling review. 
	(b) "Full Prescribing Information" Section 
	Figure
	Item 
	Item 
	Item 
	Information Provided in NDA 
	Reviewer' s Assessment 

	Available dosage forms 
	Available dosage forms 
	Adeauate 

	Strengths: in metric svstem 
	Strengths: in metric svstem 
	Adeauate 

	A description ofthe identifying characteristics ofthe dosage forms, including shape, color, coating, scoring, and imprinting, when aoolicable. 
	A description ofthe identifying characteristics ofthe dosage forms, including shape, color, coating, scoring, and imprinting, when aoolicable. 
	Adequate 


	Conclusion: Adeguate. Labeling comments are marked upand highlighted in yellow in 
	I

	====-=-~~~Q_U_A_L_I_T_Y_A_s_s_E_ss_ME~N_T~~~----'rgj§~J.
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	this review and will be finalized during team labeling review. 
	#11: Descriotion C21CFR 201.57(s;)(12)) 11 DESCRIPTION 
	~ ~-~
	-

	DEXTENZA ~dexamethason mser is a fluorescent yellow 3 mm cylindrical shaped <b><,·nsert fo (bH• DEXTENZA contains 
	4 

	0.4 mg dexamethasone in a polyethylene glycol (PEG) based hydrogel conjugated with .fluorescein. .The active ingredient is represented by the chemical structure: .
	fH,OH .co .
	The chemical name for dexamethasone is 9-Fluoro-11~'17,21-trihydroxy-16a..­methylpregna-1,4-diene-3,20-dione. It has a molecular formula of C22H29F05 and a molecular weight g/mol. Dexamethasone is a crystalline powder. Each DEXTENZA contains: Active ingredients: 0.4 mg dexamethasone; Inactive ingredients: 4-arm 20K polyethylene glycol (PEG) succinmidyl glutarate, trilysine acetate, NHS-fluorescein, sodium phosphate dibasic, sodium phosphate monobasic, water for injection. 
	of392.47 

	,. o ' CHJ 
	Item 
	Item 
	Item 
	Information Provided in NDA 
	Reviewer's Assessment 

	Proprietary name and established name 
	Proprietary name and established name 
	Adequate 

	Dosage form and route of administration 
	Dosage form and route of administration 
	Adequate 

	Active moiety expression of strength with equivalence statement for salt (if aoolicable) 
	Active moiety expression of strength with equivalence statement for salt (if aoolicable) 
	Adequate 

	Inactive ingredient information (quantitative, ifinjectables 21CFR201.100(b)(5)(iii)), listed by USP/NF names. 
	Inactive ingredient information (quantitative, ifinjectables 21CFR201.100(b)(5)(iii)), listed by USP/NF names. 
	Adequate 

	Statement ofbeing sterile (if aoolicable) 
	Statement ofbeing sterile (if aoolicable) 
	Adequate 

	PharmacologicaV therapeutic class 
	PharmacologicaV therapeutic class 
	Not aoolicable 

	Chemical name, structural formula, molecular weight 
	Chemical name, structural formula, molecular weight 
	Adequate 

	If radioactive, statement of important nuclear characteristics. 
	If radioactive, statement of important nuclear characteristics. 
	Not applicable 

	Other important chemical or physical properties (such as pKa, solubility or pH) 
	Other important chemical or physical properties (such as pKa, solubility or pH) 
	Not applicable 


	====-=-~~~Q_U_A_L_I_T_Y_A_s_s_E_ss_ME~N_T~~~----'rgj§~J.
	~~
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	Conclusion: Adequate. Labeling comments are marked up and highlighted in yellow in this review and will be finalized during team labeling review. 
	#16: How Suoolied/Storage and Handling (21CfR 201.57(s;)(llli DEXTENZA is supplied sterile in a foam carrier within a foil laminate pouch. DX-2004-10 Carton containin 10 pouches NDC XXXX-XXXX-XX 
	(I>) (.ii 
	Do not use !bH•>~.n·-··.------~
	has been damaJ!ed or brokeCDEXTENZA is intended for single use only --------Storage: Store refrigerated, between 2°C and 8°C (36°F and 46°F). Protect from light. 
	~ 

	Item 
	Item 
	Item 
	Information Provided in NDA 
	Reviewer's Assessment 

	Strength ofdosage form 
	Strength ofdosage form 
	Adeauate 

	Available units (e.g., bottles of 100 tablets) 
	Available units (e.g., bottles of 100 tablets) 
	Adequate 

	Identification ofdosage forms, e.g., shape, color, coating, scoring, imprinting, NOC number 
	Identification ofdosage forms, e.g., shape, color, coating, scoring, imprinting, NOC number 
	Adequate 

	Special handling (e.g., protect from light, do not freeze) 
	Special handling (e.g., protect from light, do not freeze) 
	Adequate 

	Storage conditions 
	Storage conditions 
	Adequate 


	Manufacturer/distributor name listed at the end of PI. following Section #17 Ocular Therapeutix, Inc. Bedford, MA 01730 USA 
	(bl{l 
	Item Information Provided in NDA Reviewer's Assessment Manufacturer/distributor name (21 Adequate CFR 201.1)IConclusion: Adequate. 
	2. Container and Carton Labeling 1) Immediate Container Label 
	====-=-~~~Q_U_A_L_I_T_Y_A_s_s_E_ss_ME~N_T~~~----'rgj§~J.
	~~
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	Reviewer's Assessment: 
	====-=-~~~Q_U_A_L_I_T_Y_A_s_s_E_ss_ME~N_T~~~----'rgj§~J.
	~~

	*Jil#
	~~

	Item 
	Item 
	Item 
	Comments on the Information Provided in NDA 
	Conclusions 

	Droprietary name, 
	Droprietary name, 
	Adequate 

	established name (font 
	established name (font 

	size and prominence (21 
	size and prominence (21 

	CFR 201.10(g)(2)) 
	CFR 201.10(g)(2)) 

	Strength (21CFR 
	Strength (21CFR 
	Adequate 

	201.lO(d)(l); 21.CFR 
	201.lO(d)(l); 21.CFR 

	201.100(b)(4)) 
	201.100(b)(4)) 

	Route ofadministration 
	Route ofadministration 
	Adequate 

	21.CFR 201.100(b)(3)) 
	21.CFR 201.100(b)(3)) 

	Net contents* (21 CFR 
	Net contents* (21 CFR 
	Adequate 

	201.Sl(a)) 
	201.Sl(a)) 

	Name ofall inactive 
	Name ofall inactive 
	Missing (only PEG 

	ingredients (Quantitative 
	ingredients (Quantitative 
	conjugate is included . 

	ingredient information is 
	ingredient information is 

	required for injectables) 
	required for injectables) 

	21CFR 201. lOO(b)(5)** 
	21CFR 201. lOO(b)(5)** 

	uot number per 21 CFR 
	uot number per 21 CFR 
	Adequate 

	201.18 
	201.18 

	Expiration date per 21 
	Expiration date per 21 
	Adequate 

	CFR 201.17 
	CFR 201.17 

	'Rx only'' statement per 
	'Rx only'' statement per 
	Adequate 

	21 CFR 201. l OO(b)(l) 
	21 CFR 201. l OO(b)(l) 

	Storage 
	Storage 
	Adequate 

	(not reauired) 
	(not reauired) 

	NDCnumber 
	NDCnumber 
	Adequate 

	JJer 21 CFR 201.2) 
	JJer 21 CFR 201.2) 

	requested, but not 
	requested, but not 

	required for all labels or 
	required for all labels or 

	abeling), also see 21 CFR 
	abeling), also see 21 CFR 

	207.35(b)(3) 
	207.35(b)(3) 

	Bar Code per 21 CFR 
	Bar Code per 21 CFR 
	Adequate 

	201.25(c)(2)*** 
	201.25(c)(2)*** 

	Name of 
	Name of 
	Adequate 

	manufacturer/distributor 
	manufacturer/distributor 

	21 CFR 201.1) 
	21 CFR 201.1) 

	Others 
	Others 


	*21 CFR 201.51(h) A drug shall be exempt from compliance with the net quantity declaration required by this section if it is an ointment labeled ''sample'', ''physician's sample'', or a substantially similar statement and the contents of the package do not exceed 8 grams. **For solid oral dosage forms, CDER policy provides for exclusion of"oral" from the container label 
	====-=-~~~Q_U_A_L_I_T_Y_A_s_s_E_ss_ME~N_T~~~----'rgj§~J.
	~~
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	**Not required for Physician's samples. The bar code requirement does not apply to prescription drugs sold by a manufacturer, repacker, relabeler, or private label distributor directly to patients, but versions of the same drug product that are sold to or used in hospitals are subject to the bar code requirements. 
	Conclusion: Adequate. All the inactive ingredients should be included. Labeling comments are marked up and highlighted in yellow in this review and will be finalized during team labeling review. 
	Comments to the applicant: 
	1. Storage conditions: "Store refrigerated, between 2°C and 8°C (36°F and 46°F). Protect from light". 
	(b)(4) 
	2. 
	2. 
	2. 
	The full name should read: DEXTENZA (dexamethason insert) 0.4mg. 

	3. 
	3. 
	The inactive ingredients should be 4-arm 20K polyethylene glycol (PEG) succinmidyl glutarate, trilysine acetate, NHS-fluorescein, sodium phosphate dibasic, sodium phosphate monobasic, water for injection. 


	4
	4. DEXTENZA <b><>should be DEXTENZA insert. 
	(b)(4)
	5. Delete 
	2) Car.ton_LabeJin---------~~ 
	=Jil#
	~~
	~~

	*===-=-~~~Q_U_A_L_I_T_Y_A_s_s_E_ss_ME~N_T~~~~rgj§~J .
	Item 
	Item 
	Item 
	Comments on the Information Provided in NDA 
	Conclusions 

	0 roprietary name, established 
	0 roprietary name, established 
	Adequate 

	name (font size and 
	name (font size and 

	prominence (FD&C Act 
	prominence (FD&C Act 

	~02(e)(l)(A)(i), FD&C Act 
	~02(e)(l)(A)(i), FD&C Act 

	~02(e)(l)(B), 21 CFR 
	~02(e)(l)(B), 21 CFR 

	~01. 10(g)(2)) 
	~01. 10(g)(2)) 

	Strength (21CFR 201.lO(d)(l); 
	Strength (21CFR 201.lO(d)(l); 
	Adequate 

	21.CFR 201.100((rlV2)) 
	21.CFR 201.100((rlV2)) 

	Net contents (21CFR 201.5 l(a)) 
	Net contents (21CFR 201.5 l(a)) 
	Adequate 

	._,ot number per 21 CFR 
	._,ot number per 21 CFR 
	Adequate 

	201.1 8 
	201.1 8 

	Expiration date per 21 CFR 
	Expiration date per 21 CFR 
	l<\dequate 

	~01.17 
	~01.17 

	Name of all inactive 
	Name of all inactive 
	Missin~(only PEG 

	~ngredients (except for oral 
	~ngredients (except for oral 
	conjugate is included). 

	klrugs); Quantitative ingredient 
	klrugs); Quantitative ingredient 

	~nformation is required for 
	~nformation is required for 

	~njectables)[ 201.lO(a), 
	~njectables)[ 201.lO(a), 

	~1CFR201.100(d)(2)] 
	~1CFR201.100(d)(2)] 

	Sterility Information (if 
	Sterility Information (if 
	Adequate 

	applicable) 
	applicable) 

	'Rx only'' statement per 21 
	'Rx only'' statement per 21 
	Adequate 

	CFR 201.100(d)(2), FD&C 
	CFR 201.100(d)(2), FD&C 

	~ct 503(b)(4) 
	~ct 503(b)(4) 

	Storage Conditions 
	Storage Conditions 
	Adequate 

	NDCnumber 
	NDCnumber 
	Adequate 

	/per 21 CFR 201.2) 
	/per 21 CFR 201.2) 

	requested, but not required 
	requested, but not required 

	"or all labels or labeling), also 
	"or all labels or labeling), also 

	isee 21 CFR 207.35(b)(3) 
	isee 21 CFR 207.35(b)(3) 

	Bar Code per 21 CFR 
	Bar Code per 21 CFR 
	!Adequate 

	~Ol.25(c)(2)** 
	~Ol.25(c)(2)** 

	Name of 
	Name of 
	Adequate 

	manufacturer/distributor 
	manufacturer/distributor 

	~·see package insert for dosage 
	~·see package insert for dosage 
	Adequate 

	information" (21 CFR 20 1.55) 
	information" (21 CFR 20 1.55) 

	'Keep out of reach of 
	'Keep out of reach of 
	Not applicable 

	children" (optional for Rx, 
	children" (optional for Rx, 

	required for OTC) 
	required for OTC) 

	Route of Administration (not 
	Route of Administration (not 
	Adequate 


	====-=-~~~Q_U_A_L_I_T_Y_A_s_s_E_ss_ME~N_T~~~----'rgj§~J.
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	required for oral, 21 CFR ~O1.100(d)(l) and (d)(2)) 
	Conclusion: Adequate. All the inactive ingredients should be included. Labeling comments are .marked up and highlighted in yellow in this review and will be finalized during team labeling .review. .Comments to the applicant: .
	1. Storage conditions: "Store refrigerated, between 2°C and 8°C (36°F and 46°F). Protect from light". 
	(b)(4). )
	2. 
	2. 
	2. 
	The full name should read: DEXTENZA (dexamethason msert 0.4mg. 

	3. 
	3. 
	The inactive ingredients should be 4-arm 20K polyethylene glycol (PEG) succinrnidyl glutarate, trilysine acetate, NHS-fluorescein, sodium phosphate dibasic, sodium phosphate monobasic, water for injection. 


	~~ .
	4. ~hnnld bP. HFX..TFN7A 1a'lPrl 
	DEXTFN7A 

	(b)(4 ) 
	5. Delet 
	OVERALL ASSESSMENT AND SIGNATURES: LABELING .
	Reyiewer's Assessment and Signature: .
	Adequate. .Chunchun Zhan2, Ph.D.; Actin2 CMC Lead; Branch 3; Division of New Dru2 .Product I. .May 20, 2016. .
	Secondary Review Comments and Concurrence: .
	I concur May 20, 2016. .Balajee Shanmu2am, Ph.D.; Actin2 Branch Chief; Branch 3; Division ofNew Dru2 .Product I. .
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